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I. REAL PARTY IN INTEREST 

The real party in interest is Meagan Medical, Inc. 



II. RELATED APPEALS AND INTERFERENCES 

Applicant is not aware of any related appeals or interferences. 

III. STATUS OF CLAIMS 

Claims 1-5, 7-8, 15-19, and 21-22 are pending and stand rejected. The rejection of 
claims 1-5, 7-8, 15-19, and 21-22 within the Final Office Action mailed May 25, 2011 ("Final 
Office Action") is being appealed. A clean set of the pending claims is attached in the Claims 
Appendix. 

IV. STATUS OF AMENDMENTS 

No claim amendments have been filed subsequent to the Final Office Action mailed May 
25,2011. 

V. SUMMARY OF CLAIMED SUBJECT MATTER 

Of the currently pending claims, claims 1 and 15 are independent. Claims 2-5 and 7-8 
are dependent upon claim 1. Claims 16-19 and 21-22 are dependent upon claim 15. The present 
application claims the benefit of U.S. Provisional patent application no. 60/441,326 filed January 
22, 2003 ("provisional") whose disclosure is incorporated by reference in its entirety into the 
present application (See Specification p. 1, In. 5-7) and is referenced below. 
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Claim 1 is independent and is directed to an electrical stimulator for the treatment of 
intractable pain syndromes {see, e.g., provisional p. 1-3 and Specification p. 6, In. 4-20 and 
Figure 1), an interferential current generator comprising a sine wave generator which generates 
an interferential alternating current output comprising first and second sinusoidal signals having 
different first and second frequencies with a base medium frequency of at least 500Hz but no 
more than 20KHz (see, e.g., Specification p. 3, In. 3-23; p. 6 In. 21 to p. 7 In. 9); and at least two 
pairs of implantable electrodes (see, e.g., provisional p. 2, In. 1-2 and Specification p. 6, In. 7- 
1 1), wherein each electrode has a first and a second end, wherein the first ends are connected to 
said interferential current generator (see, e.g., Specification p. 6, In. 12-13) and the second ends 
are configured to be implanted to a dura matter in an epidural space at predetermined locations 
proximate to a subject's spinal cord (see, e.g., Specification p. 6, In. 11-12), wherein each pair of 
said at least two pairs of implantable electrodes transmits one of said first and second sinusoidal 
signals such that the first and second frequencies interfere with each other to produce at least one 
beat frequency signal proximate to the subject's spinal cord (see, e.g., provisional p. 2, In. 4-8 
and Specification p. 7, In. 10-20), and wherein a majority of the at least one beat frequency signal 
is directionally distributed and controlled, enabling the at least one beat frequency signal to 
avoid remaining in and shunting through cerebrospinal fluid proximate to the subject's spinal 
cord, thereby recruiting dorsal column fibers (see, e.g., provisional p. 2, In. 14-17 and 
Specification p. 2, In. 11-21; p. 3, In. 15-23; p. 6, In. 15-20; Abstract). 

Claim 15 is independent and is directed to an electrical stimulator for the treatment of 
intractable pain syndromes (see, e.g., provisional p. 1-3 and Specification p. 6, In. 4-20 and 
Figure 1) comprising: an interferential current generator that generates an interferential 
alternating current output including first and second sinusoidal signals having different first and 
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second frequencies, with a base medium frequency of at least 500Hz but no more than 20KHz; 
{see, e.g., Specification p. 3, In. 3-23; p. 6 In. 21 to p. 7 In. 9) and at least two pairs of 
implantable electrodes having first and second ends {see, e.g., provisional p. 2, In. 1-2 and 
Specification p. 6, In. 7-11), wherein the first ends are connected to said interferential current 
generator {see, e.g., Specification p. 6, In. 12-13) and the second ends are configured to be 
implanted to a dura matter in an epidural space at predetermined locations proximate to a 
subject's dorsal column {see, e.g., Specification p. 6, In. 11-12), and wherein each of said at least 
two pairs of implantable electrodes carries one of said first and second sinusoidal signals such 
that the first and second frequencies interfere with each other to produce at least one beat 
frequency signal proximate to the subject's dorsal column {see, e.g., provisional p. 2, In. 4-8 and 
Specification p. 7, In. 10-20), and wherein a majority of the at least one beat frequency signal is 
directionally distributed and controlled, enabling the at least one beat frequency signal to avoid 
remaining in and shunting through cerebrospinal fluid proximate to the subject's dorsal column, 
thereby recruiting dorsal column fibers {see, e.g., provisional p. 2, In. 14-17 and Specification p. 
2, In. 11-21; p. 3, In. 15-23; p. 6, In. 15-20; Abstract). 

VI. GROUNDS OF REJECTION TO BE REVIEWED ON APPEAL 

Claims 1-5, 7-8, 15-19, and 20-21 stand rejected under 35 U.S.C. § 112, first paragraph, 
as failing to comply with the written description requirement. 

Claims 1-5, 7-8, 15-19, and 21-22 stand rejected under 35 U.S.C. § 103(a) as being 
unpatentable over Reiss (U.S. Patent No. 5,512,057) in view of Holsheimer (U.S. Patent No. 
5,643,330). 
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VII. ARGUMENT 

A. RESPONSE TO REJECTION OF CLAIMS UNDER 35 U.S.C. § 112 

Claims 1-5, 7-8, 15-19 and 21-22 stand rejected under 35 U.S.C. § 112, first paragraph, 
as allegedly failing to comply with the written description requirement. The Office stated that 
Applicant has failed to provide support within the written specification, as originally filed, for 
the limitation "and wherein a majority of the at least one beat frequency signal is directionally 
distributed and controlled, enabling the at least one beat frequency signal to avoid remaining in 
and shunting through cerebrospinal fluid proximate to the subject's spinal cord, thereby 
recruiting dorsal column fibers". The Office stated that the specification "makes no mention of 
the beat frequency signal being configured to avoid remaining in and shunting through CSF 
proximate to the subject's spinal cord." (Final Office Action, p. 2). 

In response to Applicant's remarks filed March 29, 2011, the Office acknowledged 
proper support for the limitations "directionally distributed and controlled" and "recruiting 
dorsal column fibers", but stated that there is no mention that "Applicant's claimed invention 
actually avoids remaining in and shunting through CSF." (Final Office Action, p. 8). The Office 
stated that the "only mention of anything remotely close to this is a statement of the prior art 
failures, but the statement of the prior art failures and shortcomings is not equivalent to stating 
the claimed invention will avoid remaining in and shunting through CSF." (Final Office Action, 
p. 8). 

1. The Specification Supports "avoid remaining in and shunting through 
cerebrospinal fluid proximate to the subject's spinal cord" 

Applicant submits that the patent application in its entirety supports the claim limitation, 

and in one example, a combination of material on page 2 lines 11-21, page 3 lines 15-23, and 

page 6, lines 15-20 (and the application as a whole) support the claim limitation. 
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The Specification describes that 

SCS stimulates the dorsal column in a somewhat superficial manner as 
pointed out by Holsheimer (Holsheimer J: Which Neuronal Elements are 
activated Directedly by Spinal Cord Stimulation, Neuromodulation, Volume 5, 
Number 1: 25-31, 2002). The electrodes are normally attached to the dura matter 
in the epidural space, and most of the current distribution remains in the 
cerebrospinal fluid (CSF) and does not project deeply into the dorsal column. 
Providing an interferential component to the electrode array of the SCS allows the 
crossing of the two signals wherein the resultant additive effect of the beat 
frequency produces deeper penetration of the signal and a higher resultant 
amplitude at the stimulation site. The interferential current would recruit larger 
numbers of dorsal column fibers and provide greater levels of pain relief and 
benefit to intractable pain patients. 

(Specification, p. 2, lines 11-21). Thus, in traditional SCS, the electrodes are normally attached 

to the dura matter in the epidural space, and most of the current distribution remains in the 

cerebrospinal fluid (CSF) and does not project deeply into the dorsal column. However, in the 

present application, providing an interferential component to the electrode array of the SCS 

allows the crossing of the two signals and the resultant additive effect of the beat frequency 

produces deeper penetration of the signal and a higher resultant amplitude at the stimulation site. 

The description in the Specification that the "interferential current would recruit larger numbers 

of dorsal column fibers and provide greater levels of pain relief and benefit to intractable pain 

patients" is due to the beat frequency signal being directionally distributed and controlled to 

"avoid remaining in and shunting through cerebrospinal fluid proximate to the subject's spinal 

cord, thereby recruiting dorsal column fibers" as recited in claim 1. 

The CSF is conductive and stimulation that spreads through the fluid can cause pain {See 

Second Carroll Declaration, Evidence Appendix). Thus, "greater levels of pain relief 5 are 

achievable by directionally distributing and controlling the beat frequency signal to "avoid 

remaining in and shunting through cerebrospinal fluid proximate to the subject's spinal cord, 

thereby recruiting dorsal column fibers" as recited in claim 1 and described in the Specification. 

5 
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The Office stated that page 2, lines 11-21 are directed to a background discussing 
conventional SCS systems that do not use interferential stimulation. Applicant disagrees. The 
Specification at page 2, lines 11-21 contrasts traditional SCS in which most of the current 
distribution remains in the CSF; however, the Specification at page 2, line 16 indicates that by 
providing an interferential component to the electrode array of the SCS, a beat frequency signal 
may be produced and the interferential current would recruit larger numbers of dorsal column 
fibers and provide greater levels of pain relief and benefit to intractable pain patients. It is clear 
that SCS using interferential currents is not background information. 

The Specification further states 

This type of current (Interferential) provides improved directional control, 
decreased accommodation / habituation and increased depth of penetration in 
comparison to other standard implantable stimulation systems and their 
accompanying surgical leads. The amplitudes of the outputs in the respective 
circuits may be modulated to increase the area of targeted stimulation. 
Interferential current allows improved directional control and depth of penetration 
in comparison to other stimulation techniques. 

(Specification, p. 3, lines 16-23). As described previously, the Specification states that in 

traditional SCS, the electrodes are normally attached to the dura matter in the epidural space, and 

most of the current distribution remains in the cerebrospinal fluid (CSF) and does not project 

deeply into the dorsal column. However, in the present application, interferential current provide 

improved directional control and increased depth of penetration in comparison to other 

stimulation techniques, and the improved directional control enables to "avoid remaining in and 

shunting through cerebrospinal fluid proximate to the subject's spinal cord" as recited in claim 1 

so that the interferential current could recruit larger numbers of dorsal column fibers and provide 

greater levels of pain relief and benefit to intractable pain patients. 
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The Office stated that it is unclear how the passage at page 3, lines 16-23 can be read to 
imply any affect of the beat frequency avoiding remaining within and shunting through CSF 
when there is no mention of the CSF affect at all in the above passage {Final Office Action, p. 4). 
Due to directional control provided by the interferential currents, the beat frequency can be 
provided to targeted areas. Because the Specification describes that the controlled interferential 
current would recruit larger numbers of dorsal column fibers and provide greater levels of pain 
relief and benefit to intractable pain patients, and greater levels of pain relief will result when the 
current avoids staying in the CSF, then the directionally controlled currents will be controlled to 
avoid remaining in the CSF. 

The Specification further states 

The digital signal processor 102 improves the accuracy and reliability of digital 
signals. The digital signal processor 102 processes the multiple pulses 116 from 
the signal generating source 104 to approximate a sine-wave (pseudo-sine-wave 
or sine-wave-like). Thus, that type of current recruits larger numbers of dorsal 
column fibers and provides greater levels of pain relief. 

(Specification, p. 6, lines 15-20). This passage indicates that interferential current recruits larger 

numbers of dorsal column fibers and provides greater levels of pain relief. As stated above, 

greater levels of pain relief are possible when avoiding the CSF; otherwise, the patient will be 

subjected to pain if current spreads through the CSF. 

The Specification further states that 

Modulating the outputs of the first and second circuits 318, 320 increases the area 
of the targeted stimulation. The depth of modulation can vary from 0 to 100% 
and depends on the direction of the currents established by the first and second 
circuits 318, 320. 

(Specification, p. 7, lines 14-16). Thus, the direction and depth of the interferential current can 
be controlled to provide pain relief. As stated above, to provide pain relief, currents must be 



controlled to avoid the CSF. 
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2. The Yearwood Declaration Must be Considered by the Office 
On March 29, 2011, Applicant filed a Declaration under 37 CFR § 1.132 of Thomas L. 
Yearwood, MD, PhD ("Yearwood Declaration") as opinion testimony that purports to state that a 
particular feature or limitation of a claim is disclosed in an application and which explains the 
underlying factual basis for the opinion based on disclosure in the application, and which must 
be considered according to MPEP 716.09. The Office stated that affidavits or declarations 
presented to show that the disclosure of an application is sufficient to one skilled in the art are 
not acceptable to establish facts which the specification itself should recite, and cited to In re 
Buchner, 929 F.2d 660, 18 USPQ2d 1331 (Fed. Cir. 1991). {Final Office Action, p. 8). 

However, the Yearwood Declaration is opinion testimony that states that a particular 
feature or limitation of a claim is disclosed in an application based on an understanding of 
underlying factual description of the specification, and must be considered by the Office 
according to MPEP 716.09. To show that sufficient written description has been provided, 
Applicant "may submit factual affidavits under 37 CFR § 1.132 or cite references to show what 
one skilled in the art knew at the time of filing the application". (See MPEP § 2164.05). A 
declaration or affidavit is, itself, evidence that must be considered by the Examiner. (Id), The 
weight to give a declaration or affidavit will depend upon the amount of factual evidence the 
declaration or affidavit contains to support the stated conclusion. (Id). 

In In re Buchner, as cited by the Office, the Court noted that an expert's opinion on the 
ultimate legal issue must be supported by something more than a conclusory statement. See In re 
Buchner, 929 F.2d 660, 661 (Fed. Cir. 1991). In In re Buchner, the applicant offered an expert 
declaration stating that "the elements referred to in the application as divider 19 and phase 
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comparator 16 were well known to those of ordinary skill in the art as of [the filing date] 55 and 
were "routinely built" (Id). The expert declaration included no factual support for this 
conclusive statement. (Id), The Court held that if the relatively complex phase comparator and 
divider arrangement were so 'Veil-known" and "routinely built" as of the effective filing date, 
the expert should have had no trouble documenting the same in his declaration. (Id). Since the 
declaration did not provide adequate support for the expert's conclusion, the Court affirmed the 
Examiner's rejection for failure to comply with the written description requirement. (Id), at 661- 
62, 

Once the applicant shows through an expert declaration that a person of ordinary skill in 
the art would have understood the inventor to have been in possession of the claimed invention 
at the time of filing, even if every nuance of the claims is not explicitly described in the 
specification, then the written description requirement is met. See In re Alton, 76 F.3d 1168, 
1168 (Fed. Cir. 1996) (The Court held that an expert declaration that expanded the breadth of 
the specification by demonstrating that a person of ordinary skill in the art would have 
understood the necessary limitations present in the claims must be considered). Opinion 
testimony is acceptable when used to expand the breadth of the actual written description in 
instance in which it is apparent that the inventor possessed such knowledge of the industry at 
time the original specification was filed. Ralston Purina Co. v. FarMar Co., Inc., 772 F.2d 
1570, 1576 (Fed Cir. 1985). 

In contrast to In re Buchner, opinions in the Yearwood Declaration have factual support. 
Based on the disclosure in the present patent application, the available extant literature in the 
field of neurostimulation, his understanding of the laws of electrophysics as they pertain to 
biological systems, and his considerable clinical experience, Dr. Yearwood explained what an 
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objective doctor familiar with neurostimulation would understand from reading the patent 
application when it was filed in 2004, Anchoring his reasoning in the language of the patent 
application, Dr. Yearwood explained that "providing an interferential component to the electrode 
array of the SCS allows the crossing of the two signals such that the resultant additive effect of 
the beat frequency produces deeper penetration of the signal and a higher resultant amplitude at 
the stimulation site/ 5 (Yearwood Declaration, If 13). Dr. Yearwood explained that because "only 
sub-threshold signals, of minimal biological consequence, remain in or shunt through the CSF," 
the above configuration ensures that the beat frequency signal does not remain in and shunt 
through the CSS" proximate to the subject's spinal cord. (Id). Similar to the expert in In re Alton, 
Dr. Yearwood cited specific passages in the specification to explain how an expert in the field 
would interpret what is disclosed. See In re Alton, 76 F.3d at 1173, Also similar to the 
declaration in In re Alton, the Yearwood Declaration provides factual support to explain why the 
claimed subject matter, although not identical to the structure described in the specification, was 
in Applicant's possession. (Id), at 1176. Therefore, the Yearwood Declaration must be 
considered by the Office, and as explained below, is sufficient to overcome the rejection under 
35 U.S.C. §112 for failure to comply with the written description requirement. 



3. Yearwood Declaration--"avoid remaining in and shunting through 
cerebrospinal fluid proximate to the subject's spinal cord" 

Dr. Yearwood reviewed the present application, and in his opinion, the patent application 

describes "an electrical stimulator for the treatment of intractable pain syndromes that includes 

implantable electrodes implanted to a dura mater proximate to a subject's spinal cord, and 

interferential stimulation is used to produce a beat frequency signal such that a majority of the 

beat frequency signal is directionally controlled to avoid stimulating adjacent and/or 
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inappropriate neuronal targets within the spinal canal, thereby creating a far more efficacious 
neurostimulation field in the treatment of pain". (Yearwood Declaration, ]j 8). 

In sum, in Dr. Yearwood's opinion, based on the entirety of the disclosure in the patent 
application, the patent application describes an electrical stimulator that uses interferential 
current provided via implantable electrodes to produce a beat frequency signal such that a 
majority of the beat frequency signal is directionally distributed and controlled to avoid 
remaining in and shunting through the cerebrospinal fluid proximate to the subject's spinal cord. 
(Yearwood Declaration, ]j 20). 

Thus, Dr. Yearwood (one of considerable experience in the field of implantation therapy, 
e.g., practicing doctor for 28 years, primary implanting physician on over 2,000 intraspinal 
neurostimulator devices, consultant for neuro stimulator device manufacturers (Yearwood 
Declaration, If 1-3)), has provided an opinion that the specification, as originally filed, fully 
supports the claim limitation. In addition, any information that is read into the specification to 
supplement an understanding of the claim limitation would have been known to those of 
ordinary skill in the art, as shown for example, by Dr. Yearwood's understanding. (See, e.g., 
MPEP 716.09). Further, every nuance of the claims is not required to be explicitly described in 
the specification to meet the written description requirement. In re Alton, 76 F,3d 1168, 1168 
(Fed. Cir. 1996). Example aspects of support for claim limitations based on Dr. Yearwood's 
opinion are highlighted below. The Office is referred to the Declaration under 37 CFR § 1.132 
of Thomas L. Yearwood, MD, PhD in its entirety as a whole for further explanation. 

The patent application describes that in traditional SCS stimulation, the electrodes are 
normally attached to the dura mater in the epidural space, and most of the current distribution 
remains in the cerebrospinal fluid (CSF) and does not project deeply into the dorsal column. 
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(Specification, p. 2, In. 11-21). In Dr. Yearwood's opinion, based on this disclosure, traditional 
SCS stimulation without the use of interferential currents has limited application because of the 
spread of the stimulating electrical field within the CSF as intensity of stimulation increases. 
This is due to the highly conductive nature of the CSF as compared to the less conductive nature 
of the spinal cord tissue itself. Thus, neurostimulation without interferential current capability is 
"amplitude limited" to a relatively narrow surface area of the spinal cord. Frequently, patient 
satisfaction with the electrical stimulation is compromised by the recruitment of adjacent 
neuronal structures that, when activated, can create discomfort, motor contractions, and outright 
pain. Thus, the efficacy of the therapy is limited. (Yearwood Declaration, ]j 1 1). 

The patent application describes that in traditional SCS stimulation, the electrodes are 
normally attached to the dura mater in the epidural space, and most of the current distribution 
remains in the cerebrospinal fluid (CSF) and does not project deeply into the dorsal column. 
(Specification, p. 2, In. 11-21). The patent application also states that providing an interferential 
component to the electrode array of the SCS allows the crossing of the two signals wherein the 
resultant additive effect of the beat frequency produces deeper penetration of the signal and a 
higher resultant amplitude at the stimulation site, and that the interferential current would recruit 
larger numbers of dorsal column fibers and provide greater levels of pain relief and benefit to 
intractable pain patients. (Specification, p. 2, In. 11-21). In Dr. Yearwood's opinion, based on 
this disclosure, using an electrical stimulator that includes electrodes implanted upon the dura 
mater with interferential currents produces a beat frequency signal that has deeper penetration 
than that possible using traditional SCS stimulation, and a majority of the beat frequency signal 
can be more precisely controlled in terms of direction and depth of tissue penetration proximate 
to the subject's spinal cord. (Yearwood Declaration, ^ 12). Thus, interferential current would 
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recruit larger numbers of dorsal column fibers and potentially provide greater levels of pain 
relief and benefit to intractable pain patients. {Id). 

Further based on the disclosure in the patent application at page 2, lines 11-21, in Dr. 
Yearwood's opinion, providing an interferential component to the electrode array of the SCS 
allows the crossing of the two signals such that the resultant additive effect of the beat frequency 
produces deeper penetration of the signal and a higher resultant amplitude at the stimulation site 
because only sub-threshold signals, of minimal biological consequence, remain in or shunt 
through the CSF. (Yearwood Declaration, ]f 13). 

The patent application describes that using Interferential current in SCS provides for 
improved directional control and depth of penetration of the beat frequency signal in comparison 
to other stimulation techniques. (Specification, p. 3, In. 16-23). In Dr. Yearwood's opinion, by 
generating the beat frequency signal, the resultant additive signal is directionally controlled to 
avoid cerebrospinal fluid proximate to the subject's spinal cord. (Yearwood Declaration, If 15). 

In Dr. Yearwood's opinion, the patent application describes that modulating the outputs 
of the first and second circuits increases the area of the targeted stimulation, and that by enabling 
control of the depth of modulation, a beat frequency signal can be distributed and controlled to 
avoid neurostimulation of clinically inappropriate neuronal tracts proximate to the subject's 
spinal cord. (Yearwood Declaration, ]f 18). 

The patent application describes that an Interferential current in SCS recruits larger 
numbers of dorsal column fibers and provides greater levels of pain relief in comparison to other 
SCS techniques. (Specification, p. 6, In. 4-20). In Dr. Yearwood's opinion, as a result of 
recruiting larger numbers of dorsal column fibers by using Interferential current and by 
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generating a beat frequency signal, the patients could potentially experience greater levels of 
pain relief. (Yearwood Declaration, ]j 16). 



B. RESPONSE TO REJECTION OF CLAIMS UNDER 35 U.S.C. § 103(a) 

Claims 1-5, 7-8, 15-19 and 21-22 stand rejected under 35 U.S.C. § 103(a) as being 
unpatentable over Reiss in view of Holsheimer. Applicant asserts that the combination of 
references does not result in the invention as recited in the independent claims, and traverses the 
rejection. 

The differences between the claimed invention and the cited art differ to such an extent 
that the differences are unexpected. Greater than expected results are evidentiary factors 
pertinent to the legal conclusion of obviousness of the claims at issue. (MPEP § 716.02(a)). 

As support for non-obviousness of the present claims, Applicant refers to the 
Declarations under 37 CFR § 1.132 of William Carroll filed on November 14, 2008 ("First 
Carroll Declaration") and on March 10, 2010 ("Second Carroll Declaration"), and the 
Declaration under 37 CFR § 1.132 of Thomas L. Yearwood, MD, PhD ("Yearwood 
Declaration") (copies of each Declaration are provided in the Evidence Appendix). Each of the 
Declarations compares the claimed invention with the closest prior art and demonstrates that the 
differences in results are in fact unexpected and unobvious and of both statistical and practical 
significance. (MPEP § 716.02(b)). 

For purposes of non-obviousness, "[a]n affidavit or declaration under 37 CFR 1.132 must 
compare the claimed subject matter with the closest prior art to be effective to rebut a prima 
facie case of obviousness." (MPEP § 716.02(e); emphasis added). Applicant is not required to 
compare the claimed invention with subject matter that does not exist, i.e., with a resultant 
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combination of teachings of references. (MPEP § 716.02(e)(III)). Requiring Applicant to 
compare a claimed invention with that suggested by the combination of references relied upon in 
the rejection of the claimed invention under 35 U.S.C. 103 "would be requiring comparison of 
the results of the invention with the results of the invention." In re Chapman, 357 F.2d 418, 422 
(CCPA 1966). (MPEP § 716.02(e)(0)). Below, Applicant compares the claimed invention with 
the cited Holsheimer and Reiss references, and demonstrates that the unexpected results of the 
claimed invention are sufficient to rebut the present obviousness claim rejections. Applicant 
notes that the totality of the record must be considered when determining whether a claimed 
invention would have been obvious to one of ordinary skill in the art at the time the invention 
was made, and therefore, evidence and arguments directed to advantages not disclosed in the 
specification cannot be disregarded. (MPEP § 716.02(f)). 



L The Declarations imder 37 CFR § 1.132 Demonstrate that the 
Unexpected Results of the Claimed Invention are Sufficient to Rebut 
the Rejection of Claims under 35 U.S.C. § 103 

As explained in the Second Carroll Declaration, a study was performed by the Neuronano 

Research Center at Lund University in Sweden to determine stimulation effects created by an 

electrical stimulator that embodies the claimed invention. {See Exhibit B to the Second Carroll 

Declaration). The study compared stimulation effects created by the claimed invention to 

stimulation effects created by a conventional electrical stimulator, as described in Holsheimer, 

and to stimulation using conventional surface electrodes, as described in Reiss. The results of 

the study demonstrate that the activation thresholds in the dorsal column are significantly lower 

when using interferential current stimulation of the present invention than when using 

conventional stimulation as in Holsheimer. {See, e.g., Second Carroll Declaration, *[[ 19-20). 
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Further, using conventional stimulation as in Holsheimer may spread stimulation through the 
CSF (See, e.g., Exhibit A to the Second Carroll Declaration) since most of the current 
distribution in Holsheimer remains in the cerebrospinal fluid (CSF). (Yearwood Declaration, ]f 
23-26). Results of the study further demonstrate that applying stimulation on the surface of the 
skin using surface electrodes does not allow for effective stimulation through the vertebrae. 
(See, e.g., Second Carroll Declaration, ]j 23-24). 

Using the interferential implantable electrode configuration of the present application 
enables for treatment of pain that cannot be effectively treated by either of the systems in 
Holsheimer or Reiss. Using the interferential implantable electrode configuration of the present 
application, interferential current recruits large numbers of dorsal column fibers and provides 
much greater levels of pain relief and benefit to intractable pain patients (Specification, p. 2), and 
enables "a majority of the at least one beat frequency signal [to be] directionally distributed and 
controlled, enabling the at least one beat frequency signal to avoid remaining in and shunting 
through cerebrospinal fluid proximate to the subject's spinal cord, thereby recruiting dorsal 
column fibers." (claim 1). 

The different results achieved between the present application and either Holsheimer or 
Reiss are a dramatic improvement and are appropriately classified as a difference in kind, rather 
than one of degree so as to be evidence sufficient to rebut a prima facie case of obviousness. 
(MPEP § 716.02). Moreover, the results demonstrated by the study in Exhibit B to the Second 
Carroll Declaration are of a significant, practical advantage sufficient to rebut a prima facie case 
of obviousness. (MPEP § 716.02(a)(1)). Enabling for effective treatment of pain through 
stimulation of the dorsal column without the risks present in the systems in Holsheimer and 
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Reiss (the risks in Reiss are so high as to prevent a practical application of Reiss for treatment) is 
significant for the population of patients with intractable pain. 



2, Applicant need not exhaustively prove that there is iio reason to 
combine references used in a § 103 obviousness rejection 

In the Final Office Action, the Office stated that the Declaration filed 1 1/14/2008 ("First 
Carroll Declaration") supports showing implanted electrodes within the Dura and epidural space, 
which do not further limit the scope by implanting stimulation electrodes directly on the 
pyramidal tract and gracile nucleus. {Final Office Action, p. 7). The Office stated that the 
Declaration filed 3/29/201 1 ("Second Carroll Declaration") appears to show that modification of 
Reiss in view of Holsheimer would not be obvious for the purpose of achieving a greater depth 
of penetration, "however fails to discredit implantation of electrodes in combination with the 
discloses [sic] system of Reiss for any other purpose (i.e. ensuring/maintaining proper placement 
of electrodes for chronic stimulation patients)." {Final Office Action, p. 7); (emphasis added). 

The Office's requirement that the Applicant exhaustively prove that there is no reason 
whatsoever to combine the Reiss and Holsheimer references is not supported by the Supreme 
Court's decision in KSR. See KSR International Co. v. Teleflex Inc., 550 U.S. 398, 420 (2007) 
(emphasis added). In contrast, to overcome a rejection under 35 U.S.C. § 103, Applicant need 
only show that combination of the cited references does not yield predictable/expected results. 
(MPEP § 2141(1)). Specifically, "[w]hen considering obviousness of a combination of known 
elements, the operative question is thus 'whether the improvement is more than the predictable 
use of prior art elements according to their established functions.'" (MPEP § 2141(1)). 

In the present application, Applicant has provided evidence by way of the Declarations 

under 37 CFR § 1.132 (e.g., First Carroll Declaration, Second Carroll Declaration, and 
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Yearwood Declaration) as described above indicating that the claimed invention provides 
differences in results that are unexpected and unobvious and are of both statistical and practical 
significance. In addition, the evidence has been accepted by the Office as unexpected and 
indicative of non-obviousness (e.g., "the 3/29/2011 Declaration appears to show that 
modification of Reiss in view of Holsheimer would not be obvious for the purpose of achieving a 
greater depth of penetration" {Final Office Action, p. 7)). 

Thus, Applicant has properly traversed the grounds of rejection since the modification of 
Reiss in view of Holsheimer does not yield predictable/expected results shown as achieving a 
greater depth of penetration and explained in the First Carroll Declaration, Second Carroll 
Declaration, and Yearwood Declaration. 



3. Applicant's Evidence of Non-Obviousness is Indicative of the 
Combination of Reiss and Holsheimer Failing to Result in the 
Claimed Invention 

The Office stated that the "3/29/2011 Declaration appears to show that modification of 
Reiss in view of Holsheimer would not be obvious for the purpose of achieving a greater depth 
of penetration," which is indicative of the combination of Reiss and Holsheimer failing to result 
in producing a beat frequency signal that is directionally distributed and controlled to "avoid 
remaining in and shunting through cerebrospinal fluid proximate to the subject's spinal cord, 
thereby recruiting dorsal column fibers," as recited in claim 1. A greater depth of penetration is 
achieved by directionally distributing and controlling the beat frequency signal. 

To use the combination of Reiss and Holsheimer to achieve a greater depth of penetration 
without directionally distributing and controlling the beat frequency, the current would need to 
be increased, and with no directional control, this would result in current spreading into and 
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through the CSF. Consequently, the combination of Reiss in view of Holsheimer does not 
describe to "avoid remaining in and shunting through cerebrospinal fluid proximate to the 
subject's spinal cord, thereby recruiting dorsal column fibers," as recited in claim 1. 

Thus, because the combination of Reiss and Holsheimer would not be obvious for the 
purpose of achieving a greater depth of penetration, the combination of Reiss and Holsheimer 
would not produce a beat frequency signal that is directionally distributed and controlled to 
"avoid remaining in and shunting through cerebrospinal fluid proximate to the subject's spinal 
cord, thereby recruiting dorsal column fibers," as recited in claim 1. 

4. One of Ordinary Skill in the Art Would Not Implant Electrodes for 
"ensuring/maintaining proper placement of electrodes for chronic 
stimulation patients" 

The Office stated that "it would have been obvious to one having ordinary skill in the art 
at the time the invention was made to modify the system as taught by Reiss with electrodes 
implanted to the dura matter since such a modification would provide the predictable results of 
as ensuring/maintaining proper placement of the electrodes in chronic stimulation patients." 
(Final Office Action, p. 6). The Office further stated that the Declarations under 37 CFR § 1.132 
fail "to discredit implantation of electrodes in combination with the discloses [sic] system of 
Reiss for any other purpose (i.e. ensuring/maintaining proper placement of electrodes for chronic 
stimulation patients)." (Final Office Action, p. 7). 

The Office has not shown or provided any evidence that implantation of electrodes 
ensures/maintains proper placement of electrodes any better than using the conventional surface 
electrodes 24, 26, 28, and 30 in Reiss. The surface electrodes 24, 26, 28, and 30 in Reiss may be 
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placed at desired areas on the skin surface of a living body and are configured to maintain in 
contact with the skin surface during application of the therapy. (See claim 1 of Reiss). 

Most importantly though, one of ordinary skill in the art would not implant electrodes for 
the reason of "ensuring/maintaining proper placement of electrodes for chronic stimulation 
patients," contrary to the Office's assertion. (Final Office Action, p. 7). In fact, Dr. Yearwood 
explained that 

As a practicing doctor, I would not modify the system in Reiss to include 
implantable electrodes so as to provide a possible improvement if the system in 
Reiss was not providing effective therapy. Reiss is directed to a first stage of 
physical therapy for back pain (e.g., surface therapy). In contrast, implantable 
stimulators are only used as a last resort, when all other physical therapy options 
have been unsuccessful. The difference between use of Reiss' surface stimulator 
and Holsheimer's implantable spinal cord stimulator amounts to years of 
treatment, and ultimately, implantation is only used as a last result. The 
technologies and applications described in Reiss and Holsheimer are thus vastly 
different. 

(Yearwood Declaration, If 35). Thus, to combat problems with "ensuring/maintaining proper 

placement of electrodes", one of ordinary skill in the art would loathe to perform a surgery to 

implant the electrodes just so that the electrodes stay in place. Surgery has inherent risks 

involved, is invasive and can be burdensome for a patient, and is viewed as a last result. In 

contrast, "ensuring/maintaining proper placement of electrodes" can be accomplished using any 

number of non-invasive techniques, such as using higher quality contact pads. Implantation of 

electrodes is certainly not a solution to "ensuring/maintaining proper placement of electrodes", 

contrary to the Office's contentions. 

In addition, each of Holsheimer and Reiss is directed to entirely different types of 

therapy, and one of ordinary skill in the art would not look to Holsheimer's implantable system 

to improve/modify Reiss's surface interferential system. As evidence, Dr. Yearwood stated that 

implantation is not the next step after failed surface stimulation, and one of ordinary skill in the 
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art would not modify the system in Reiss to include implantable electrodes to improve 
effectiveness of the system in Reiss. (Yearwood Declaration, ]j 36). 

Still further, the electrodes as described in Reiss are not the proper type of electrodes for 
implantation, and thus, one of ordinary skill in the art would not implant the electrodes in Reiss. 
(Yearwood Declaration, ]j 33). Similarly, the electrodes in Holsheimer cannot be used with the 
interferential current system in Reiss because the electrodes in Holsheimer's apparatus generate 
a field dependent upon configuring the electrodes in a transverse plane, in contrast to configuring 
the electrodes in a sagittal plane, as shown in Fig. 3 of the present application. (Yearwood 
Declaration, Tf 34). Thus, contrary to the Office's conclusion, one of ordinary skill in the art 
would not modify the system of Reiss with electrodes (described within either of Reiss or 
Holshiemer) to be implanted to the dura matter. 

As yet a further reason why one of ordinary skill in the art would not modify the system 
in Reiss with electrodes implanted upon the dura mater as described by Holsehiemer, Dr. 
Yearwood explained that Reiss is not used for dorsal column stimulation, and thus, implanting 
the electrodes in Reiss upon the dura matter is illogical. (Yearwood Declaration, If 27). In 
particular, Reiss is directed to surface stimulation, and thus, describes using currents having 
intensity values orders of magnitude larger than can be used with dorsal column stimulation. 
(Yearwood Declaration, If 28). 

One of ordinary skill in the art would simply not modify Reiss in view of Holsheimer to 
arrive at the present invention for a number of reasons as described above. Notably, one of 
ordinary skill in the art would not combat problems of "ensuring/maintaining proper placement 
of the electrodes in chronic stimulation patients" by performing a surgery to implant the 
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electrodes into a person. Such actions would be drastic, unnecessary measures to overcome a 
simple problem of electrode placement, which no doctor would recommend pursuing. 



5, There is sio Evidence that the Combination of Reiss and Holsheimer is 
"Capable of 5 the Present Invention 

The Office further considered the invention as taught by Reiss in view of Holsheimer to 
be capable of providing that "a majority of the at least one beat frequency signal is directionally 
distributed and controlled, enabling the at least one beat frequency signal to avoid remaining in 
and shunting through cerebrospinal fluid proximate to the subject's spinal cord, thereby 
recruiting dorsal column fibers." {Final Office Action, p. 6). However, the Office has not 
established, as a factual matter, that the system in Reiss modified by Holshiemer would actually 
be capable of this action. Rejections based on obviousness cannot be sustained with mere 
conclusory statements. (MPEP § 2142). 

In fact, Reiss does not describe how or where any electrodes would be implanted, or how 
the system could be operated using implantable electrodes such that an intensity of the current 
would be within acceptable levels (that do not cause pain) while still providing effective therapy 
to the patient. (Yearwood Declaration, ]f 29). In fact, it is untrue that with any application of 
interferential therapy, electrodes can simply be implanted, and the therapy can be scaled down so 
that intensity values of the current would be within acceptable levels (that do not cause pain) 
while still providing effective therapy to the patient. (Yearwood Declaration, ]j 30). Based on 
the disclosure in Reiss, it is unknown if the system in Reiss would work if the electrodes were 
implanted. For example, Reiss does not describe how to scale down the intensity values of the 
current within acceptable levels (that do not cause pain) and to still provide effective therapy to 
the patient. (Yearwood Declaration, If 3 1). 
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With the system of Reiss modified to use implantable electrodes, the positioning of the 
electrodes and the electric field provided by the electrodes would have to be controlled in a way 
such that the electric field present in the CSF does not spread around the spinal cord. CSF is 
much more conductive than spinal cord tissue. Thus, if current is not controlled, the current will 
flow around the spinal cord. Reiss does not describe how to provide this effective therapy to the 
patient. (Yearwood Declaration, ]j 32). 

Similarly, Holsheimer does not describe how intensity levels of a modified Reiss system 
could be operated, and in fact, describes improper electrodes for implantation with the 
interferential current system in Reiss. (Yearwood Declaration, ]j 34). Thus, contrary to the 
Office's conclusion, it would not have been obvious to one of ordinary skill in the art to modify 
the system of Reiss with implantable electrodes as described in Holshiemer, nor is there any 
evidence that such a combination is capable of achieving the present invention. 



C. CONCLUSION 

Applicant has demonstrated that the rejections of claims 1-5, 7-8, 15-19, and 21-22 are in 
error as a matter of law, and requests reversal of the rejections and allowance of all pending 
claims. 

Respectfully submitted, 

Date: October 18,2011 By: /Joseph A. Herndon/ 

Joseph A. Herndon 
Reg. No. 50,469 
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VIII. CLAIMS APPENDIX 



1 (Previously Presented): An electrical stimulator for the treatment of intractable pain 
syndromes, comprising: 

an interferential current generator comprising a sine wave generator which generates an 
interferential alternating current output comprising first and second sinusoidal signals having 
different first and second frequencies with a base medium frequency of at least 500Hz but no 
more than 20KHz; and 

at least two pairs of implantable electrodes wherein each electrode has a first and a 
second end, wherein the first ends are connected to said interferential current generator and the 
second ends are configured to be implanted to a dura matter in an epidural space at 
predetermined locations proximate to a subject's spinal cord, wherein each pair of said at least 
two pairs of implantable electrodes transmits one of said first and second sinusoidal signals such 
that the first and second frequencies interfere with each other to produce at least one beat 
frequency signal proximate to the subject's spinal cord, and wherein a majority of the at least 
one beat frequency signal is directionally distributed and controlled, enabling the at least one 
beat frequency signal to avoid remaining in and shunting through cerebrospinal fluid proximate 
to the subject's spinal cord, thereby recruiting dorsal column fibers. 



2 (Previously Presented): The stimulator of claim 1, wherein said interferential current 
generator comprises: 

a pulse generator that generates digital signal pulses; and 

a digital signal processor connected to said pulse generator that processes the digital 

signal pulses to approximate a sine-wave-like output waveform. 
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3 (Previously Presented): The stimulator of claim 1, wherein said interferential current 
generator comprises: 

a pulse generator that generates digital signal pulses; and 

a field-programmable gate array connected to said pulse generator that processes the 
digital signal pulses to approximate a sine-wave-like output waveform. 



4 (Original): The stimulator of claim 1, wherein said interferential current includes a 
resultant beat frequency of no more than 250 Hz. 



5 (Original): The stimulator of claim 1, wherein said interferential current includes a 
voltage output of 1 1 volts maximum for each circuit. 



6 (Cancelled). 



7 (Original): The stimulator of claim 1, wherein said interferential current includes a 
pulse width with a range of at least 10 microseconds but no more than 600 microseconds. 



8 (Previously presented): The stimulator of claim 1, wherein the at least two pairs of 
implantable electrodes comprise two quadripolar leads used to produce two interferential 
currents. 



9-14 (Canceled). 
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15 (Previously Presented): An electrical stimulator for the treatment of intractable pain 
syndromes, comprising: 

an interferential current generator that generates an interferential alternating current 
output including first and second sinusoidal signals having different first and second frequencies, 
with a base medium frequency of at least 500Hz but no more than 20KHz; and 

at least two pairs of implantable electrodes having first and second ends, wherein the first 
ends are connected to said interferential current generator and the second ends are configured to 
be implanted to a dura matter in an epidural space at predetermined locations proximate to a 
subject's dorsal column, and 

wherein each of said at least two pairs of implantable electrodes carries one of said first 
and second sinusoidal signals such that the first and second frequencies interfere with each other 
to produce at least one beat frequency signal proximate to the subject's dorsal column, and 
wherein a majority of the at least one beat frequency signal is directionally distributed and 
controlled, enabling the at least one beat frequency signal to avoid remaining in and shunting 
through cerebrospinal fluid proximate to the subject's dorsal column, thereby recruiting dorsal 
column fibers. 



16 (Original): The stimulator of claim 15, wherein said interferential current generator 
comprises: 

a pulse generator that generates digital signal pulses; and 

a digital signal processor connected to said pulse generator that processes the digital 
signal pulses to approximate a sine-wave-like output waveform. 
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17 (Original): The stimulator of claim 15, wherein said interferential current generator 
comprises: 

a pulse generator that generates digital signal pulses; and 

a field-programmable gate array connected to said pulse generator that processes the 
digital signal pulses to approximate a sine-wave-like output waveform. 



18 (Original): The stimulator of claim 15, wherein said interferential current includes a 
resultant beat frequency of no more than 250 Hz. 



19 (Original): The stimulator of claim 15, wherein said interferential current includes a 
voltage output of 1 1 volts maximum for each circuit. 



20 (Cancelled). 



21 (Original): The stimulator of claim 15, wherein said interferential current includes a 
pulse width with a range of at least 10 microseconds but no more than 600 microseconds. 



22 (Previously presented): The stimulator of claim 15, wherein the at least two pairs of 
implantable electrodes comprise two quadripolar leads used to produce two interferential 
currents. 



23-42 (Canceled). 



27 



McDonnell boehnen 

HULBERT & BERGHOFF LLP 
300 SOUTH WACKER DRIVE 
CHICAGO, ILLINOIS 60606 
TELEPHONE (312) 913-0001 



IX. EVIDENCE APPENDIX 

1. Declaration under 37 CFR § 1.132 of William Carroll filed on November 14, 2008 
("First Carroll Declaration") and entered by the Examiner, enclosed below in the Evidence 
Appendix. 

2. Declaration under 37 CFR § 1.132 of William Carroll filed on March 10, 2010 
("Second Carroll Declaration") and entered by the Examiner, enclosed below in the Evidence 
Appendix. 

3. Declaration under 37 CFR § 1.132 of Thomas L. Yearwood, MD PhD filed on March 
29, 2011 ("Yearwood Declaration") and entered by the Examiner, enclosed below in the 
Evidence Appendix. 
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FIRST CARROLL DECLARATION 



IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



In re Application of 



PATENT 



William J. CARROLL et al 



GAU: 3762 



Serial No.: 10/761,424 



Confirmation No.: 1421 



Filed: 



January 22, 2004 



Docket No.: 000309-00053 



For: 



SPINAL CORD STIMULATION 
WITH INTERFERENTIAL CURRENT 



Examiner: Joseph A. Stoklosa 



DECLARATION OF WILLIAM CARROLL UNDER 37 CF.R. § L132 



Commissioner of Patents 
P.O. Box 1450 
Alexandria, VA 22202-3513 



Sir: 



1, William Carroll, declare as follows: 

L I am the sole inventor of the present application. I am qualified to make this 
declaration based on my knowledge of the medical device sector, my experience with spinal pain 
control devices, and my familiarity with prior art devices and the history of spinal cord pain 
management. 

Evidence of Beat Frequency 

2. I have reviewed the three references cited by the Examiner in the Office Action 
dated July 3 1 , 2008. In my view, the references by themselves and in combination do not 
disclose a beat frequency created by the use of two pairs of electrodes that form an electrical 
circuit from a signal generator, in which each pair of electrodes carries a sinusoidal signal having 
a different frequency than the sinusoidal signal of the other pair of electrodes, but when 
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combined in an additive manner, the two sinusoidal signals create a stronger signal between the 
two pairs of electrodes, 

3. Carter et al discloses using a single feed electrode and a return electrode 
(paragraphs [0013], [0033] and [0051]). In my opinion, Carter does not form a beat frequency 
as a result of interference between a first frequency from a first pair of electrodes and a second 
frequency from a second pair of electrodes. That is, Carter does not teach the interference of a 
first frequency with that of another frequency to form an additive beat frequency. 
Evidence of Long Felt Need 

4. The need for an effective electrical stimulation technique for relieving intractable 
pain has been apparent to those of ordinary skill in the art at least since 1967, when Wall and 
Street and Shealy et al. developed the theory that electrical stimulation of the dorsal horn of the 
spinal cord could produce an analgesic effect. However, finding a suitable system that addresses 
known problems of Spinal Cord Stimulation (SCS) and achieves desired clinical outcomes has 
proven to be quite allusive, 

5, A relatively early report, K. Steglitz in Long-Term Effects of Spinal Cord 
Stimulation in Chronic Pain Syndromes, Journal of Neurology, 1986, 233: 16-18, summarized 
that in one study of 50 patients, "only 8 patients had at least some beneficial effect lasting for 
more than 3 years." 

6, In Multifactorial Analysis of Epidural Spinal Cord Stimulation , G. Barolat et af, 
Stereotact Funct Neurosurg, 1991; 56:77-103, the authors concluded that SCS had, by 1991, 
been performed for almost two decades, but had not gained uniform approval due to a variety of 
factors. The authors set out to investigate how to optimize the placement of array/leads and the 
electrical stimulation parameters for SCS. In their conclusions, Barolat et al found four keys to 
optimizing the outcome of SCS: (1) the perception threshold at the impact site should be less 
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than 3 volts because of battery life considerations; (2) the usage range should be between 0.5-1 
volt; (3) stimulation must not activate a strong segmentary band; and (4) the paresthesiae should 
completely cover the area of the pain. Although they did not consider clinical outcomes in their 
study, Barolat et al, concluded that successful outcomes would require careful intraoperative 
array/lead placement and postoperative testing of all the available combinations. Thus, by 1991, 
certain key electrical and placement factors for SCS had been identified as important. Since 
Barolat et al.'s study, other study authors and literature reviewers have noted that demonstrated 
successful outcomes in the area of SCS continue to be lacking, suggesting that practical 
applications of the key factors had not been developed, and, conversely, would have been 
desirable to those skilled in the art of SCS. 

7. As noted by B. Donner et al, in Long-Term Effects of Nerve Blocks in Chronic 
Pain , Current Opinion in Anesthesiology, 1998, 1 1 : 523-532, "There is no disease in which 
different invasive procedures are performed so frequently and so uncritically as in chronic low 
back pain. Up to now, however, all controlled studies of invasive procedures only demonstrated 
short-term effects and failed to prove long-term efficacy." 

8. By 2002, advances in the technology had still not produced desired outcomes. As 
noted by R. North in Spinal Cord Stimulation for Chronic Pain of Spinal Origin , Spine, 2002, 27: 
2584-2591, by 2002 "the ultimate efficacy of spinal cord stimulation remains to be determined, 
primarily because of limitations associated with the published literature. However, on the basis 
of the current evidence, it may represent a valuable treatment option, particularly for patients 
with chronic pain of predominately neuropathic origin and topographical distribution involving 
the extremities.^ North found that the "literature suggests an important role for spinal cord 
stimulation," also noted that authors concluded that the limitations of the literature must be 
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acknowledged. North also recognizes that success in pain control techniques had primarily been 
observed in treating pain in the extremities. His observation is consistent with other references 
that cite successful outcomes in controlling leg pain, and not, for example, lower back pain. 

9. In Spinal Cord Stimulation in Chronic Pain: A Review of Evidence , Anesthesia 
Intensive Care, 2004, 32: 11-21, published about a month after the present patent application was 
filed, ML. Carter noted that by 2004, the efficacy of SCS, at least in connection with treating 
failed back surgery syndrome, was still inconclusive. Carter concluded that "although 50-60% 
of patients with failed back surgery syndrome obtain significant pain relief with this technique, 
the strength of the evidence available is insufficient to clearly advocate its use in all patients with 
this condition." Carter acknowledged that the lack of high quality evidence concerning the 
efficacy of SCS had been the result of difficulties in conducting clinical trials: "So far, no study 
has followed the methodology suggested in the only literature synthesis for studies of spinal cord 
stimulation in chronic back pain." Indeed, even before the publication of Carter's review and 
North's assessment two years earlier, it was known by those skilled in the art that stimulation 
techniques for controlling intractable pain involving the use of electrodes were not generally 
used by managed care providers because of the lack of demonstrated efficacy. 

10. In Spinal Cord Stimulation for Chronic Back and Leg Pain and Failed Back 
Surgery Syndrome: A Systematic Review and Analysis of Prognostic Factors , Spine, 2004: 30: 
152-160, R, Taylor looked at data through 2002 and concluded that "despite an increase in the 
number of studies over the last 10 years, the level of evidence for the efficacy of spinal cord 
stimulation in chronic back and leg pain/failed back surgery syndrome remains "moderate," He 
noted that much of the problem was due to a small amount of controlled evidence, poor quality 
and reporting of study data, incomplete or inadequate information, and exaggerated reporting. 
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Taylor reported that since the first report of the electrical stimulation of the spinal cord in 1967, 
SCS has undergone a variety of technical modifications and advances and has been applied in a 
variety of pain conditions. Yet, even as late as 2007, an adequately designed SCS system for 
effective pain relief had not been identified. 

1 1 . Indeed, in Spinal Cord Stimulation Versus Conventional Medical Management 
for Neuropathic Pain: A Multicentre Randomised Controlled Trial in Patients With Failed Back 
Surgery Syndrome , Pain; 2007: 132:179-88, published three years after Carter's and Taylor's 
reviews were published, K, Kumar et al. noted that 32% of study patients experienced 40 device- 
related complications, and that 48% of the SCS group of patients achieve the primary outcome of 
50% leg pain relief at both six and twelve months after using implanted stimulators. Although 
the outcomes were much higher than those for conventional medical management (CMM) 
techniques, the results are only 50%, which is not compelling evidence of efficacy. Coupled 
with the relatively high complication rate, those skilled in the art in 2007, and even earlier, 
would have understood that current implantable electrode stimulation techniques did not satisfy 
the long-felt need for solving the many problems associated with SCS systems in such a way as 
to improve clinical outcomes. 

12. Thus, it is my view that the need for a properly designed electrode stimulation 
device has been persistent in the managed care field since 1967. Indeed, there has been a long- 
felt need in the industry for a design of an SCS system that can minimize complications and 
effectively provides relief for a variety or neuropathic pain conditions. In particular, as noted in 
the present patent application, there has been a long-felt need in the industry for a solution to the 
problems of accommodation or habituation, among other problems, that has been observed in the 
use of SCS systems. Until those two known problems were addressed by the present invention 
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and have been adopted by clinicians, it is doubtful that improved outcomes will be observed in 
any clinical setting. 

13. I further declare that all statement made herein of my own knowledge are true and 
that all statements made herein on information and belief we believed to be true and that all 
statements are made with the knowledge that willful false statements and the life are punishable 
by fine or imprisonment, or both (18 U.S.C. § 1001) and may jeopardize the validity ofthe 
application or any patent issuing thereon,. 



Respectfully submitted, 




■0003 09.000 53/5588 I487v. I 



SECOND CARROLL DECLARATION 



IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

(MBHB 09-333-US) 



In re Application of: 
William J. Carroll 



Group Art Unit: 3762 



Serial No.: 10/761,424 



Examiner: Stoklosa, Joseph A. 



Filed: January 22, 2004 



Confirmation No. 1421 



For: Spinal Cord Stimulation with 
Interferential Current 



Mail Stop Amendment 
Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 
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I, William Carroll, declare as follows: 

1. I am the sole inventor of the present application. I am qualified to make this declaration 
based on my knowledge of the medical device sector, my experience with spinal pain control 
devices, and my familiarity with prior art devices and the history of spinal cord pain 
management. 

2. I have 33 years of experience in this industry. 
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Dear Sir: 
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3. I am currently the Chief Scientific Officer and Executive VP of Meagan Medical, Inc., a 
company that is involved in Research and Development of Electrical Stimulation devices in the 
Medical Device area. 



4. I obtained a bachelor degree from Lafayette College in Biology with a Minor in 
Chemistry in 1973. 



5. I have authored or co-authored the following publications: 

Research Articles / Publications: 

Burch FX, Tarro JN, Greenberg JJ, Carroll WJ . Evaluating the benefits of 
patterned stimulation in the treatment of osteoarthritis of the knee. Osteoarthritis 
and Cartilage 2008; 16: 865-872. 

Nawrock MA, Martinez SA, Hughes J, Lincoln JD, Shih M, Zheng H, Carroll WJ . 
Augmentation of intertransverse process lumbar fusion. Vet Comp Orthop 
Traumatol 2006; 19: 72-80. 

Porter J, Yeung AT, Carroll WJ . Electrical stimulation as adjunct therapy for low 
back and neck pain. J Minim Invasive Spinal Tech 2004; 4: 43-45. 

Briggs KK, Martinez S A, Smith LV, Carroll WJ, Zimmennann JA, Shih M, 
Feldman R, Lincoln JD. Comparison of the osteogenic effects between two 
surface interferential stimulation devices to enhance surgically based spinal 
fusion. Vet Comp Orthop Traumatol 2004; 17: 41-47. 

Carroll B, Lamm K, Rennie S. Suggested Stimulation Techniques for TENS. High 
Sierra Medical, 1991. 

Yu J, Carroll W. Electrode Placement Manual for TENS. Medtronic Neuro 
Division, 1982. 



Abstracts: 

Shih M-S, Carroll WJ . Effective interferential stimulation on osteogenesis. 
Proceedings of 28 th American Bone and Mineral Research Society Annual 
Meeting, 2006. 
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Nawrocki MA, Martinez SA, Hughes J, Lincoln JD, Shih M-S, Carroll WJ. 
Interferential stimulation for augmentation of intertransverse process lumbar 
fusion in a rabbit spinal fusion model. Proceedings of 32 nd Veterinary Orthopedic 
Society Annual Meeting, 2004. 

Shih M-S, Feldman RS, Leininger RJ, Martinez SA, Lincoln JD, Briggs KK, 
Carroll WJ . Promotion of Spinal Fusion by Surface Interferential Stimulation 
Device. Proceedings of 50 th Annual Meeting of the Orthopaedic Research 
Society, 2004. 

Shih M-S, Feldman RS, Leininger RJ, Martinez AS, Lincoln JD, Briggs KK, 
Carroll WJ . Promotion of Spinal Fusion by Surface Interferential Stimulation 
Device. International Bone and Mineral Society Annual Meeting Proceedings, 
2003. 

Shih M-S, Negron A, Bell EC, Carroll WJ . Improved Lumbar BMD and 
Biomechanical Strength by Surface Interferential Stimulation Devices in 
Established OVX Osteopenia of Rats. A Pilot Study. International Bone and 
Mineral Society Annual Meeting Proceedings, 2003. 

Briggs KK, Martinez SA, Zimmermann JA, Carroll WJ , Shih M-S, Feldman R. A 
comparison of the osteogenic effects between two different surface interferatial 
stimulation devices to enhance surgically based spinal fusion. American College 
of Veterinary Surgeon Annual Meeting Proceedings, 2002. 

6. In spinal cord stimulation (SCS), it is necessary to provide deep stimulation for effective 
pain relief. (See, e.g., Exhibit A, "Effectiveness of Spinal Cord Stimulation in the Management 
of Chronic Pain: Analysis of Technical Drawbacks and Solutions", Holsheimer, Jan, 
Neurosurgery: Volume 40(5), May 1997, pp 990-999). 



7. Effective pain relief can be achieved by activation of the Gracile nucleus and Pyramid 
tract in the spinal cord. (See, e.g., USP 6,871,099 and USP 7,349,743). The Gracile nucleus and 
Pyramid tract are acending and decending tracts in the dorsal column of the spinal cord. (See, 
e.g., Figure 1, Exhibit B). 
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8. The spinal cord is encased in a thick membrane called the dura mater, and inside a layer 
of the dura mater is cerebrospinal fluid. {See, e.g., Exhibit A). 

9. The cerebrospinal fluid is conductive, and stimulation that spreads through the fluid can 
cause pain if the current density becomes too high near the dorsal root ganglia that lie along a 
vertebral column by the spine. {See, e.g., Exhibit A). 

10. It is desired to provide deep stimulation through the dura mater of the spinal cord for 
activating the Gracile nucleus and Pyramid and other portions of the Dorsal Column using low 
levels of stimulation so as to avoid spreading of stimulation through the cerebrospinal fluid. 

11. Using an interferential current SCS method of the present application, stimulation may be 
provided deep through the dura mater with low current levels, thus lowering the threshold of 
activation of the Gracile nucleus and Pyramid. {See, e.g., Exhibit B). 

12. With spinal cord stimulation, if current is simply increased, the effect may be to spread 
stimulation through the cerebrospinal fluid, resulting in stimulation of the dorsal root ganglia, 
which causes chest and thoracic pain. {See, e.g., Exhibit A). 

13. Using an interferential current SCS method of the present application, low levels of 
stimulation can be provided, and deep penetration through the dura mater can be achieved 
without spreading of the stimulation and resulting side effects. 
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14. A study was performed in the Neuronano Lund Research Center University in Sweden by 
Marcus Granmo and Jens Schouenborg with the electrical stimulator of the present application. 
A copy of the study and results is included as Exhibit B. The study demonstrates that using the 
interferential electrical stimulator of the present application, a beat frequency is obtained that 
provides deep and localized stimulation. 



15. The study in Exhibit B included an experimental setup as follows: 

(a) Adult rats (Sprague-Dawley, 200-230 grams) were used and were anesthetized 
with isoflurane gas (1.8% in a mixture of 60/40 % N0 2 and oxygen), as described, for example, 
in Kalliomaki, J., Granmo, M., Schouenborg, J. Pain. 2003 M;104(l-2):195-200, enclosed as 
Exhibit C. 

(b) Two pairs of stimulation electrodes (bipolar stimulation, 4 electrodes in total) 
were placed epidurally (to a dura mater in an epidural space) on the spinal cord in two 
configurations; (i) a crossed and (ii) a parallel configuration {See, e.g., Figure 2 of Exhibit B). 

(c) Recording microelectrodes were inserted in the Gracile nucleus and the Pyramid 
in the brainstem (See, e.g., Figure 1 of Exhibit B). The Gracile nucleus receives ascending 
sensory information from dorsal column tracts that run relatively superficial in the dorsal part of 
the spinal cord. The pyramid, as part of the corticospinal tract, conveys descending motor 
commands from the brain to the spinal cord. 

(d) In the rat spinal cord, the pyramidal tract is located deep in the dorsal column, i.e. 
deeper than the dorsal column of the spinal cord activating the Gracile nucleus (See, e.g., Figure 
1 of Exhibit B). 

(e) By spinal cord stimulation, activating the pyramid tract fibers antidromically, 

evoked volleys in this relatively deep tract were recorded, thus giving information about depth of 
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penetration of the stimulation. After each experiment, the animals were perfused with formalin 
and the caudal brain stem was sectioned to verify the electrode position in the brainstem. (See, 
e.g., Exhibit B, p. 1). 



16. Experiments were performed using two types of stimulation paradigms, each of which 
was applied to both electrode pairs that were placed epidurally in the two configurations shown 
in Figure 2 of Exhibit B: 

(i) Sinus waves of about 500 (is width (corresponding to 2000 Hz waves) applied at a 
frequency of about 100 Hz (e.g., pulsed sine waves of 500 (is width applied at a rate of 100 
pulses per second corresponding to 2000 Hz waves). (See, e.g., Exhibit B, p. 2 and Figure 3). 

(ii) Sinus waves of about 500 jis (corresponding to 2000 Hz) were applied to one set of 
electrode pairs, and sinus waves of about 476 [is (corresponding to 2100 Hz) were applied to the 
other set of electrode pairs to create an interference pattern. The sinus waves applied at about 
100 and about 105 Hz, respectively (e.g., pulsed sine waves of 500 jlxs width applied at a rate of 
100 pulses per second corresponding to 2000 Hz waves, and pulsed sine waves of 476 jis width 
applied at a rate of 105 pulses per second corresponding to 2100 Hz waves). A resulting beat 
frequency signal of 100 Hz was produced proximate to the subject's spinal cord. (See, e.g., 
Exhibit B, p. 2 and Figure 3). 



17. During the experiments of the study in Exhibit B, measurements were performed of SCS 



evoked activity in the Gracilis nucleus and for antidromic evoked volleys in the Pyramid using 



the recording microelectrodes. Stimulation intensity was increased or decreased in increments as 



shown in the table below. 
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Intensity Range 


Increments 


10-50 mV 


10 mV 


50-400 mV 


25 mV 


400-900 mV 


50 mV 


900-1200 mV 


100 mV 


>1200mV 


250 mV 



A lowest stimulation intensity eliciting a clear response was considered a threshold for evoking 
activity in the Gacilis nucleus and the Pyramid. (See, e.g., Exhibit B, p. 2). 



18. During the experiments of the study in Exhibit B, each sampled data file is an average of 
about 400 single recording experiments. Latency of the Pyramid tract responses which were 
used in the analysis (16-19 m/s) were consistent with those observed in the literature (See, e.g., 
Exhibit D, Mediratta and Nicoll J Physiol 1983 Mar; 336:545-6 1; Exhibit E, Stewart et al. 
Brain Res. 1990 Feb 5; 508(2):34 1-4; and Exhibit F, Chapman and Yeomans Neuroscience 
1994, 59(3):699-711). 

19. The Experiments showed that thresholds for activation of both the Gracile nucleus and 
the Pyramid were significantly lower when using 100 + 105 Hz interferential current stimulation 
than using conventional 100 + 100 Hz stimulation in either the parallel or crossed configuration 
(See, e.g., Figures 6 and 7 in Exhibit B and reproduced below). 



7 

McDonnell boehnen 

HULBERT & BERGHOFF LLP 
300 SOUTH WACKER DRIVE 
CHICAGO, IL 60606 
(312)913-0001 



Pyramid thresholds Crossed configuration Gracile thresholds Crossed configuration 
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Figure 6. Comparisons of threshold data after 100+100 Hz versus 100+105 Hz stimulation using 
a crossed electrode configuration. Results after Wilcoxon signed rank significance test is shown. 
N equals the number of animals used, e.g., 15. 



Pyramid thresholds Parallel configuration 



f 

5" i_«>- 



X 




Gracila thresholds Parallel configuration 
* 

I 1 1 

300-1 



:Xii : '.^X 

SSI 



Pyramld/Gracllo thresholds Parallel configuration 



N=10 



_____ 



1 
I 

i 



X 



N=1Q 







ml 




Figure 7. Comparisons of threshold data after 100+100 Hz versus 100+105 Hz stimulation 
using a parallel electrode configuration. Results after Wilcoxon signed rank significance test is 
shown. N equals the number of animals used, e.g., 10. 



20. As seen in Figures 6-7 of Exhibit B reproduced above, for Pyramid activation, 



conventional stimulation required about 1200 mV (in the parallel and cross configuration); by 
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comparison, interferential stimulation required only about 700 mV in the cross configuration or 
about 600 mV in the parallel configuration. For Gracile activation, conventional stimulation 
required about 375 mV in the cross configuration or about 275 mV in the parallel configuration; 
by comparison, interferential stimulation required only about 290 mV in the cross configuration 
or about 225 mV in the parallel configuration. 

21. To yield a better understanding of the efficacy of the stimulation, a ratio of the threshold 
for Pyramid tract activation versus the threshold for Gracile nucleus activation was graphed in 
Figures 6-7 of Exhibit B (reproduced above). The lower the ratio, the more efficient stimulation 
to the deep Pyramidal tract in relation to the Gracile nucleus tract (which is more superficial). 
The graphs illustrate ratios of about 4 using the conventional stimulation as compared to only 
about 2 using the interferential stimulation. Thus, interferential stimulation achieves better 
penetration to the deeper Pyramidal tract than conventional stimulation. 



22. The experimental results of the study in Exhibit B demonstrate that interference 
stimulation with 100 + 105 Hz (2000 Hz + 2100 Hz) is more effective than 100 + 100 Hz 
conventional stimulation in activating the pathways studied, both from a threshold and depth- 
penetration perspective. This indicates that the formation of an interference pattern or beat 
frequency provided a lower threshold and better penetration. 



23. Applying stimulation using conventional surface electrodes does not enable deep 



penetration of the pyramid tract. Electricity follows a path of least resistance, and applying 



stimulation on the surface of the skin using surface electrodes does not allow for stimulation 
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through the vertebrae. Bone is an insulator (See, e.g., Exhibit G, p. 8, Table 1 of conductivities 
of tissues). Bone has a conductivity of 0.06 s/m, while skin has a conductivity of 0.436 s/m. To 
achieve stimulation levels of the pyramid tract as seen in the study of Exhibit B using surface 
stimulation, stimulation would need to be applied at a voltage level so high that it would result in 
tissue damage and pain. 



24. The table below summarizes the results of the study described in Exhibit B. It shows the 
approximate voltage levels required to activate the Gracile nucleus and the Pyramid tract in the 
spinal cord using an interferential implantable electrode configuration and a conventional 
implantable electrode configuration. The table also includes estimates for approximate voltages 
levels that would be required using an interferential surface electrode configuration. For 
example, using the study shown in Exhibit G, it can be calculated that to achieve stimulation of 
the Gracile nucleus and the Pyramid in the spinal cord using an interferential surface electrode 
configuration, voltage levels would be required that are much greater than 1200 mV, and are 
more on the order of 100's of volts, for example. In any event, the voltage levels are so high that 



they are physiologically unsafe. 





Results using Interferential 
Implantable Electrode 
Configuration 


Results using Conventional 
Implantable Electrode 
Configuration 


Results using 
Interferential 
Surface 
Electrode 
Configuration 


Parallel 
Configuration 


Crossed 
Configuration 


Parallel 
Configuration 


Crossed 
Configuration 


Pyramid 
Activation 
Threshold 


600 mV 


700 mV 


1200 mV 


1200 mV 


» 1200 mV 


Gracile 
Activation 
Threshold 


225 mV 


290 mV 


275 mV 


375 mV 


» 1200 mV 
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25. As shown in the table, the interferential implantable electrode configuration of the 
present application achieves activation of the Gracile nucleus and Pyramid in the spinal cord at 
much lower voltage levels than are required with a conventional implantable electrode 
configuration, thereby providing effective pain relief while minimizing the risk of stimulation of 
the dorsal root ganglia, which leads to chest and thoracic pain. (See, e.g., Exhibit B). 

I further declare that all statements made herein of my own knowledge are true and that 
all statements made herein on information and belief are believed to be true, and that all 
statements are made with the knowledge that willful false statements are punishable by fine or 
imprisonment or both (18 U.S.C. § 1001) and may jeopardize the validity of the application or 
any patent issuing thereon. 

Respectfully Submitted, 

Date: March 10. 2010 By: /William Carroll/ 

William Carroll 
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Abstract top 

OBJECTIVE: A major drawback of currently available spinal cord stimulation (SCS) systems 
for the management of chronic intractable pain, especially of widespread pain patterns as in 
reflex sympathetic dystrophy, is the generally limited paresthesia coverage. The aim of this 
study is to analyze the origin of this problem and to provide solutions. 

METHODS: Results from theoretical studies, in which a computer model was used to mimic 
the effects of SCS on spinal nerve fibers, were used to analyze which factors may limit 
paresthesia coverage. Model predictions were verified by empirical data from clinical 
literature. 

RESULTS: When using common SCS electrodes, both perception threshold and 
motor/discomfort threshold are generally related to dorsal root stimulation. Because these 
thresholds have a small ratio (-1:1. 4 J, stimulation of dorsal column fibers and paresthesia 
coverage is limited by this small range of stimulation. When the distance between the 
epidural electrode and spinal cord Is large (midlhoraclcally), the threshold for dorsal column 
stimulation exceeds discomfort threshold, resulting only In segmental paresthesia. The range 
of dorsal column stimulation and paresthesia coverage can be Improved when using either 
an optimally dimensioned rostrocaudai bWtripole or a transverse tripole ("guarded cathode"). 
When applying the latter In combination with a dual channel pulse generator providing 
simultaneous pulses, paresthesias can simply be changed to optimally cover the painful area. 

CONCLUSION: Paresthesia coverage and pain management by SCS can be improved when 
using electrodes as proposed. 

Since the Introduction of spinal cord stimulation (SCS) by Shealy et sl.jgg, this technique 
has been used increasingly in the treatment of chronic, Intractable pain. Previous reports 
demonstrate that successful pain relief is only obtained when the painful area is completely 
covered by the topography of the stimulation paresthesias f2.iB. 20. 21) . 

Although the SCS technique has evolved in various aspects, several major drawbacks of 
its application have not yet been solved. One problem Is the difficulty of obtaining a 
permanent optimal position of the lead(s) to cover the painful dermatomes with 
paresthesia. Another related problem is the usually small range of stimulation amplitudes 
between the perception threshold (PT) and the discomfort threshold (DT), often preventing 
a complete coverage of the painful area by paresthesia needed for a maximum therapeutic 
effect (18. 20) . This latter problem Is usually "solved" by avoiding adverse electrode 
positions, resulting in excessive radicular stimulation, mainly occurring at midthoradc 
levels(T4~T7) fi.2Q) . The strategy to solve the problem of optimal electrode positioning has 
been to Increase the number of electrode contacts, thereby increasing the rostrocaudai 
area in which contacts may be selected as a cathode or an anode. This strategy is based 
on the expectation that the probability to obtain an appropriate position and combination of 
cathodes and anodes for any patient will Increase as the number of available contact 
positions is increased. This principle led to the development and application of rostrocaudai 
arrays consisting of four or eight contacts, usually spaced by 6 to 7 mm, and the 
implantation of more leads in parallel , {16, 17, 26) . Whereas a four-contact array enables 65 
anode-cathode combinations (including monopolar combinations In which the metal case 
of an implanted pulse generator is the anode), more than 6000 combinations may be 
selected when using an eight-contact array |22}. Although testing large numbers of 
combinations in a patient can be automated f 17. 22) . it is still very time consuming. 

This empirical method Is the only one that can be used, as long as a knowledge-based 
method Is not available. To our knowledge, Law and Milierda) were the first to stress the 
importance of documenting stimulation parameters to develop a systematic approach In 
the application of SCS. Since then, these parameters and the clinical effects have been 
documented by several physicians (1,2, 16, 17. 20-22L Their data analysis led to relevant 
conclusions regarding the best electrode position to cover a specified body area with 
paresthesia £U, the most appropriate cathode-anode combinations fi6.17. 2i.22) . and, 
therefore, a preselection of the potentially best positions and combinations to be tested In a 
patient. 
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Apart from these empirical studies, theoretical analyses by computer modeling have been performed to obtain a better underst anding of the effects of the 
electrical pulses on spinal cord nerve fibers. Such an approach was initiated by Coburn (3. 4) and continued at the University of Twente (7.10. 29-31) . These 
investigations led primarily to the determination of relations between geometrical parameters, i.e., spinal anatomy and electrode geometry, and spinal nerve 
fiber responses underlying paresthesia and the modulation of pain pathways (7. a. 10. 11) . The model has been validated by empirical data (28). 

The question addressed in this study is which physical factors prevent a sufficient paresthesia coverage by SCS in a portion of the patients with chronic pain. 
Therefore, predictions from computer modeling are presented and verified by empirical data from the literature. Based on the conclusions, methods to Improve 
the technical performance of SCS systems are presented as well. A short description of the SCS computer model is presented i n the Appendix. 



VERIFICATION OF MODEL PREDICTIONS top 



Neural structures activated in SCS top 

According to the "gate-control" theory of Melzack and Wall £19], the suppression of pain sensations, accompanied by paresthesia, results from the activation of 
large cutaneous afferents(AaB fibers). Because these nerve fibers consist of a dorsal root(DR) fiber that bifurcates in an a scending and a descending dorsal 
column(DC) fiber, paresthetic sensations can be evoked by both DC and DR stimulation. However, the potential paresthesia coverage will strongly differ when 
either DCs or DRs are stimulated. When stimulating the DCs, fibers corresponding to ail dermatomes from the sacral ones up t o the electrode level may be 
activated, thus resulting in a broad paresthesia coverage. (Because DC fiber diameters and positions in the DCs vary, stimulu s amplitudes for their excitation 
will vary as welt.) When stimulating DRs, fibers will be activated in a limited number of rootlets close to the cathodal con tact(s), resulting in paresthesia 
confined to one or two dermatomes at each body side. 

The stimulus strengths needed for DC and DR fiber activation increase when the (epidural) electrode-to-spinal cord distance Is increased. Computer modeling 
predicts that thresholds of the largest DC and DR fibers are almost identical when this distance is small (<2 mm). However, because of the configuration of the 
electrical field, DC fiber thresholds rise much more than DR fiber thresholds when this distance is increased £111 (see Fig.1 ). This distance, and thus the 
threshold ratio for DC and DR fiber stimulation, varies both along the vertebral column (lowest in the cervical area, higher in the low thoracic area, and highest 
In the mtdthoraclc area) and among patients £91. 



SCS not only activates large cutaneous fibers, but proprioceptive fibers as well £131- The latter are most likely to cause the painful sensations related to DT and 
presumably originate from spinal motor reflexes. Dimitrijevic et at. £51 concluded that motor responses to SCS are related to DR fiber stimulation. Direct 
stimulation of neurons in the ventral spinal cord and ventral roots is not likely to occur, because of their large distance from the dorsal electrode. Computer 
simulations predict that stimulation of motor fibers in a ventral root will require an approximately 14-foid stimulus amplit ude as compared with large DR fibers. 

PT generally related to DR stimulation top 

Mode! prediction top 

Computer simulations predict that at all electrode-to-spinal cord distances, except for very small values, the stimulus to e xcite a DR fiber is smaller than the 
threshold stimulus of a DC fiber having a similar caliber (4, 11, 29) (see Rg. 1 ). This indicates that PT is usually related to stimulation of DR fibers. Moreover, PTs 
as a function of the vertebral level of stimulation fit well to the corresponding calculated DR fiber thresholds M. whereas DC fiber thresholds vary much more 
(se eFiq. D . 

Empirical evidence top 

Law £16} and Hunter and Ashbvmi reported that the initial paresthesia usually corresponds to the spinal segment near the cathodal contact (most rostral 
dermatomes), Indicating that DR fibers have lower thresholds than DC fibers. In their mapping study of sensory responses to SCS, Barolat et al.£il 
demonstrated that most body areas have the highest probability of paresthesia when the stimulating cathode is at the level of the corresponding DR entry 
zone, suggesting that DR fibers demonstrate a higher probability to be activated than DC fibers. Barolat et al. £21 reported that the average PT value 
progressively decreases as the electrode is further away from the radiological midline. The average values at (low) thoracic levels dropped to 70% (3-5 mm 
from midline) and 47% (>5 mm from midline) as compared with a position within 3 mm from midline. This observation also indie ates that PT is related to the 
activation of DR fibers, because at more than 5 mm from midline, the electrode is still close to a DR, but distant from the DCs. At midcervlcal and tow thoracic 
levels, PT was reduced even more, as demonstrated both empirically^ and theoretically £§i. 



It is likely that PT for stimulation paresthesias is generally related to the activation of DR fibers, whereas DC fibers usu ally need higher stimuli for their 
activation. Part of the DC fibers may be recruited first when the electrode-to-spinal cord distance is less than approximate ly 2 mm, which may occur when the 
electrode Is at a cervical level. The placement of two or three (stiff) electrodes in parallel at a low thoracic level, pres umably causing a significantly reduced 
electrode-to-spinal cord distance, may also lead to the primary stimulation of some dermatomes corresponding to DC fibers(JD Law, personal communication). 
A strict condition is that the center of the cathode corresponds to the spinal cord midline. Only a slightly asymmetrical po sitlon will result in a reduction of the 
ipsilateral DR fiber threshold exceeding the reduction of the lowest DC fiber threshold, thus favoring the primary actlvatio n of DR fibers. 



DT related to DR stimulation top 



Model prediction top 

The computer model predicts that two DR fibers in the same root, having a different caliber, have a constant ratio of their threshold stimuli, as is true for 
neighboring DC fibers of different sizes. The threshold ratio of a DC fiber and a DR fiber, however, varies strongly with th e electrode-to-spinal cord distance, 
both among vertebral levels and among patients (as described under Neural Structures Activated in SCS) (see Fig. 1) . If the ratio of PT and DT does vary 
strongly with electrode position and among patients, these thresholds, therefore, might not be related to the same fiber typ e. However, either DC or DR fibers 
might be Involved if the ratio of PT and DT is constant. In the latter case, DT might be related to DR stimulation, because it was demonstrated that PT is 
related to DR stimulation as well (as described under PT Generally Related to DR Stimulation). 

Empirical evidence top 



Jobting et al. £|4i calculated that the mean ratio DT:PT from 15 patients with upper and mldthoraclc bipolar stimulation was approximately 1.38 . Barolat et al. 
(G. Barolat, J He, B Ketcik, manuscript in preparation) also calculated this ratio from their clinical database, which inciu ded almost 4000 bipolar and monopolar 
combinations from 106 patients. Except for the levels C5-T1, mean values for stimulation at vertebral levels C1-L1 were 1 .33 -1.46 (mean, 1.38). For the levels 
C5-T1, mean values were 1.51-1.57 (mean, 1.53) (see below). 

Law £1§l reported that segmental motor activity usually occurs in the most rostral area regarding the electrode level, whereas Hunte r and Ashby £131 observed 
that, at 3 pulses per second stimulation, the initial motor response corresponds to the level of the stimulating cathode. Bo th reports Indicate that motor 
threshold Is related to DR stimulation. Dimitrijevic et al. £§i also concluded that motor responses to SCS are related to DR fiber stimulation. 



From the constant ratio DT:PT (-1.38) and other empirical evidence, we can conclude that DT is probably related to stimulation of DR fibers. The slightly 
higher ratio (-1.53) when stimulating at the levels C5-T1 Is presumably a result of the small electrode-to-spinal cord dista nee at the cervical enlargement in 
some of the patients, resulting In DC fiber thresholds lower than those of DR fibers ( Fig. 1 ). Under these conditions, the ratio DT:PT will be increased, because 
PT is related to the stimulation of DC fibers, whereas DT is related to DR fiber stimulation. Law £171 also reported a higher mean ratio (1 .58) in 46 patients with 
low thoracic bl- and tripolar stimulation, presumably resulting from an electrode-to-spina! cord distance near the lumbar en largement, reduced by the 
implantation of two or three percutaneous electrodes in parallel (as described under PT Generally Related to DR Stimulation) . From the level at which the 
stimulation was given, Law concluded that body areas first covered with paresthesia are related to DC fiber stimulation (JD Law, personal communication), 
which Is in accordance with the higher ratio DT:PT he found. 




FIGURE 1 . Calculated threshold stimuli of a 1 5-urn DC fiber and a 1 5-urn DR fiber as a 
function of the electrode-to-spinal cord distance. 



Summary top 



Summary top 



Segmentary paresthesia most probable in midthoracic stimulation top 



Model prediction top 

Because the mean electrode-to-spinal cord distance Is largest in the midthoracic area DC fiber thresholds are most likely to exceed DT(~1.4 PT)when the 
SCS electrode is at the levels T4-T7 (see Fig. 1) . Therefore, DC fibers are least likely to be activated below DT when stimulating midlhoracicatiy, and an 
exclusive segmental response to DR stimulation will generally occur. 

Empirical evidence top 

It is well known that, in midthoracic stimulation (T4-T7), a painful band around the chest often dominates and restricts the spread of paresthesia ILAjoi. A 
rostral segmentary band of motor stimulation occurs before other dermatomes can be covered with paresthesia, indicating that the threshold for the activation 
of DC fibers exceeds both the threshold of cutaneous DR fibers and (large) proprioceptive DR fibers. 

Summary top 

Some patients may not demonstrate only a segmentary response but a broader paresthesia coverage when stimulated mfdthoracically. This is presumably 
because of the large anatomical variation among patients, resulting in a small electrode-to-spinal cord distance in some patients. 

Paresthesia coverage effected by the anode-cathode combination top 

Model prediction top 

The computer model predicts that, in comparison to monopolar stimulation, bipolar and tripolar stimulation result in a reduc ed DC fiber threshold as compared 
with the DR fiber threshold, and that a reduction of the contact distance in bi-/tripolar stimulation has the same effect (ill. These data indicate that the 
difference between the DC fiber threshold and the (usually lower) DR fiber threshold is least when using a narrow bWtripole instead of a monopole or a wide 
bWtripole. Consequentiy, (narrow) bWtripolar stimulation enables the largest number of DC fibers to be activated in the range of stimulation between PT and 
DT, and is thus likely to result in the broadest paresthesia coverage. 

Empirical evidence top 

Krainick et al. lis), who implanted bipolar eiectrodes endoduraily, reported that in monopolar stimulation paresthesias were always confined to a limited body 
area, whereas In bipolar stimulation paresthesias were strongly extended in a caudal direction. Barolat et al. 121 observed that stimulation with a narrow bipole 
results in a broader paresthesia coverage than a bipole with a large contact separation. Law (16, 171 and North et al. f2i.221 reported that patients preferred 
stimulation with a narrow bipole or tripole (centra! cathode), in contrast to combinations with a larger contact spacing or a monopole (presumably because of a 
broader paresthesia coverage). North et al. (21.22) also reported that, in midthoracic stimulation, radicular effects may be avoided best when using a "guarded 
tripole," whereas Krainick et al. tmi observed that, In contrast to monopolar stimulation, no painful radicular side effects were experienced with bipolar 
stimulation. 

Verification of model predictions: Conclusions top 

Both empirical and computer modeling data indicate that, in SCS, stimulation of large cutaneous afferents in the DCs is lirnl ted by the simultaneous activation 
of DR fibers. Because of the electric field imposed by stimulation with commonly applied SCS electrodes, large DR fibers are likely to have a lower threshold 
for their activation than large DC fibers. Moreover, smaller size (proprioceptive) DR fibers set the threshold DT by inducing painful motor responses. As a 
consequence, paresthesia generally starts at the spinal level corresponding to the electrode position and may spread caudal! y. When, because of a patient's 
anatomy, threshold stimuli of DC fibers are high as compared with DR fibers, only a small proportion of the DC fibers can be activated below DT and 
paresthesia coverage will be limited. The most extreme situation exists midthoracicaliy, where the mean electrode-to-spinal cord distance is largest and DC 
fiber thresholds exceed DT. Therefore, the exclusive DR fiber activation results in radicular band paresthesia and pain on the chest or the abdominal wall. 
When stimulating at the cervical or low-thoracic portions of the spine, where the electrode-to-spinaf cord distance is generally smaller, a mixed activation of DR 
and DC fibers occurs and results in a broader paresthesia coverage. In Figure 2. two situations are presented. The left onef Fig. 2a ) demonstrates a mixed 
activation of DR and DC fibers, whereas the right one ( Fig. 2b ) demonstrates an almost exclusive DR fiber recruitment between PT and DT. 




FIGURE 2, Mixed activation of DR and DC fibersfa) and almost exclusive DR fiber activation (b) In 
the range of stimulation between PT and DT (=1.4 PT). 



g| range of DR fiber stimuli lion 
H ttrtge of DC fibtf stimuUtiOit 



Because the coverage of a large body area with paresthesia Increases the likelihood of completely covering the painful area, the efficacy of SCS in the 
treatment of chronic pain (especially complex pain patterns) will generally be improved when using an anode-cathode combination and geometry that 
enhances DC stimulation or reduces DR stimulation. In the next section, two approaches to broaden paresthesia coverage are presented. 

METHODS TO IMPROVE PARESTHESIA COVERAGE top 

DC stimulation can be enhanced by changing the imposed electric field in such a way that the threshold for stimulation of DC fibers is reduced in comparison 
with the threshold for DR fiber stimulation. This effect can be realized either by optimization of the geometry of a rostroc audai epidural array or by the use of a 
transverse tripolar epidural array. 

Rostrocaudal contact array top 

A systematic analysis of the effects of the size, spacing, and combination of anodes and cathodes on the thresholds of DC an d DR fiber stimulation in a 
midcervical and a midthoracic spinal cord mode! led to the following conclusions jm. Low threshold DC stimulation, resulting in a broad paresthesia coverage, 
is favored by tripolar (central cathode) and bipolar stimulation, with contacts having small lengths and spacings ("narrow b Wtripole"). Low threshold DR 
stimulation, giving paresthesias in only few (rostral) dermatomes, is obtained by monopolar stimulation with a long contact, or bWtripolarly with long contacts 
and large spacings ("wide bi-/tripole"). 

These effects are shown in Figure 3, A-F , representing part of the transverse section of the midcervical model (see Fig. 5) . Recruitment lines in the DCs, 
Indicating the maximum depth at which the largest DC fibers (12-pm diameter) are activated at a determined stimulation volta ge, are drawn in these figures. 
The selected voltages were related to the threshold voltage (T) of the largest DR fibers (15-um diameter) and recruitment If nes were calculated at 1.0 T and 
1 .5 T (=DT). When only one line is shown In a figure, the 1.0 T recruitment line is missing and the threshold of any DC fibe r exceeds T. The presence of two 
lines indicates that DC fibers between these lines have thresholds between 1 .0 T and 1.5 T, whereas fibers between the dorsa i line and the DC border have 
thresholds lower than those of the largest DR fibers. 



FIGURE 3. DC fiber activation by various rostrocaudal anode-cathode configurations, 
represented by recruitment lines in the DCs at stimulation amplitudes 1.0 T and 1.5 T (T = DR 
fiber threshold); midcervical spina! cord model (2.0 mm electrode-to-spinal cord distance); 
electrode geometry shown at right side. Wide bipole with long contacts {A); wide bipole with 
short contacts (S); narrow bipole with long contacts (C); narrow bipole (D); narrow tripole 
(central cathode) (£); monople (F). 
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FIGURE 5. Transverse section of the midcervica! model. 



At the right side of each mode! section, the corresponding (longitudinal) contact configuration is shown. A "wide bipole,'' h aving 3.0 mm Jong and 1.0 mm wide 
contacts separated by 4.0 mm (edge-to-edge), is modeied at a symmetrica! position regarding the spina! cord and shown in Figure 3A . In the model of Figure? 3B . 
the contacts are turned by 90 degrees, still having a 4.0 mm separation. The contacts in Figure 3C have the same orientation as in Figure 3A . but their 
separation is reduced to 1.0 mm, whereas, in Figure 3D . their orientation is changed as well ("narrow bipole"). The "wide bipole"( Flg. 3A ) only recruits a small 
(median) area at voltages of 1.0 T or less. This area, as well as the DC area enclosed by the 1 .5 T recruitment line, is inc reasingly larger in the models of Fig ,3. 
B, c, and D . respectively. A "narrow tripoie" (Rg. 3E ) with the same dimensions as the "narrow bipole" produces the largest recruited area, covering the complete 
lateral extent of the DCs at 1.5 T. In contrast, a monopole (cathode) having the same contact size ( Fig. 3F) only produces a small recruited area at 1.5 T and no 
DC fiber recruitment at voltages below 1.2 T. The lowest value (PT) of the DR fiber and DC fiber thresholds (the latter at the dorsomedial border of the DCs), 
as well as their ratio (DC:DR) and the range of stimulation defined as the ratio DT:PT (DT = 1.4 * DR fiber threshold) are p resented in Table 1 for each model 
(Fig. 3, A-F). 



TABLE 1. Lowest Fiber Threshold (Perception Threshold), Dorsal Column-Dorsal Root Fiber 
Threshold Ratio (Dorsal Column: Dorsal Root), and Range of Stimulation (Discomfort 
Threshold:Perception Threshold) for Each Electrode Configuration Presented I nFigure 3 a 



We demonstrate that the DT:PT ratio of 1.4 may rise far beyond the mean value for currently available SCS electrodes and lha t an increasing DT:PT ratio is 
accompanied by an increasing DC fiber recruitment. Under optimal stimulation conditions ("narrow tripole"), a wide area of the DCs can be activated, resulting 
in a broad paresthesia coverage. It needs to be considered, however, that less fibers than shown in the figures will be recruited in the median part of the DCs, 
because these DC fibers have a smaller diameter than those in the lateral DCs (12, 23). Taking into account the stimulation voltage and current needed, we 
calculated the following optimal geometry for the narrow bWtripole: contact length approximately 1.5 mm and spacing 2 to 2 .5 mm (for any SCS electrode 
type), contact width approximately 4 mm (for laminectomy electrodes) (J Holsheimer, WA Wesselink, manuscript submitted for p ubllcation). 

Transverse tripolar lead (TTL) (U.S. Patent No. 5,501,703) top 

When using a TTL as shown in Figure 4A . the central cathode, inducing nerve fiber depolarization and excitation is closest to the DCs, whereas the lateral 
anodes, inducing hyperpolarization, are near the DRs. Stimulation with a TTL will, therefore, result in an increased threshold to stimulate DR fibers as 
compared with DC fibers and will thus favor a broad paresthesia coverage (ZQ. 




FIGURE 4. TTL powered by two pulse generators giving simultaneous pulses of variable 
amplitudes V1 and V2 {A). Recruitment lines in the DCs at amplitudes 1.0 T and 1.5 T (T = DR 
fiber threshold) and V1 = V2 (B). Recruitment lines with V1 = 3V2(C); rnidcervical model. 



The central cathode Is 1.0 mm long and 2.0 mm wide (to take advantage of the geometrical aspects described in the previous s action), whereas the anodes 
are 2.0 mm long and 1 .0 mm wide, with an edge-to-edge separation of 2.0 mm to the cathode ( Fig. 4A) . Modeling results are shown in Figure 4, B and c (similar 
toFig. 3). In Figure 4B . the electrode Is placed symmetrically to the spinal cord, and the two anodes have the same voltage. The shapes of the recruitment lines 
are different from those in Figure 3 ; medially, they penetrate deeper in the DCs, which may result in an improved caudal paresthesia coverage. 

Another advantage of the TTL Is that the recruited DC area can be moved to either side when powered by a dual channel pulse generator producing 
simultaneous pulses of different amplitudes, thus thereby shifting the area of paresthesias. In Figure 4C . the voltage between the cathode and the left anode is 
three times the voltage between the cathode and the right anode, resulting in a shift of the recruited area to the right sld e of the DCs. A corresponding shift of 
the body area covered with paresthesia will result The significance of this option becomes clear from the data of Barolat e t al, 121, who demonstrate that even 
when leads are positioned perfectly at the radiological midline, only 27% of the patients experienced bilateral and symmetrical paresthesias. These results are 
in accordance with a magnetic resonance imaging study demonstrating that the anteroposterior midlines of the spinal cord and the vertebra are 1 to 2 mm 
apart In 40% of the patients J91. resulting in a significant asymmetry of paresthesias m 

Preliminary clinical data from low-thoracic stimulation with a TTL system in several patients (J Holsheimer, B Nuttin, GW Ki ng, WA Wesselink, J Gybels, P de 
Sutter, manuscript in preparation) are in accordance with computer model predictions. Paresthesia can be moved to either sid e of the body, the DT:PT ratio 
has high values (£4), and a broad paresthesia coverage Is obtained. 

DISCUSSION top 

Modeling the Immediate effects of electrical stimulation on spinal cord nerve fibers Is an appropriate method for the quanti tative analysis of these effects. 
Moreover, it Is a useful tool In the design of SCS electrodes. However, a model is a simplification of reality, and the anal ysls of SCS presented here does not 
cover all phenomena. Improvements are still necessary to cover all relevant empirical data. 

The electric field imposed by the current generation of SCS electrodes favors DR fiber stimulation and, therefore, limits pa resthesia coverage and the efficacy 
of this therapy, especially in complex pain. Technical predictors of a successful relief Include stimulation by a rostrocaud ai narrow bWtripole in a symmetrical 
position to the spinal cord and a small electrode-to-splnal cord distance, resulting in a low PT and a high ratio DT:PT. A s ingle optimal electrode is applicable 
at all levels from C1 to L1. 

When using the TTL and a dual channel pulse generator with independent voltage control of each channel, positioning of the e lectrode will be less critical, 
whereas changes In paresthesia coverage resulting from electrode migration or histological changes may simply be corrected by changing the amplitude of 
one or both stimulation channels, thereby avoiding electrode repositioning by surgical intervention. 
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APPENDIX: THE SCS COMPUTER MODEL top 

The SCS computer model consists of two parts. Three-dimensional models, as the rnidcervical one shown In Figure 5 . represent the white and gray matter of 
the spinal cord and surrounding anatomical structures (intradural cerebrospinal fluid, dura mater, epidural fat, vertebral b one). Each model compartment is 
characterized by its specific electrical conductivity. The geometry of each model is based on transverse magnetic resonance images (9). The dimensions of the 
modeled spinal segments are 60 mm (rostrocaudal), 20 to 25 mm (lateral), and approximately 25 mm (anteroposterior). Each mod el consists of 175,616 cubic 
volume elements of variable dimensions. Electrode contacts (anodes, cathodes) are placed in the dorsal epidural space next t o the dura mater and are set at 
different voltages. Subsequently, the voltages at the 185,193 grid points of the three-dimensional model are calculated. 

The second part of the SCS model consists of electrical cable models of myelinated DC and DR fibers. These models demonstrat e a voltage and 
time-dependent nodal membrane resistance, enabling the simulation of excitation. The rostrocaudal DC fibers have transverse collaterals entering the dorsal 
horns. Each DR fiber is connected to an ascending and a descending DC fiber, whereas its orientation may be varied. The pote ntials in the three-dimensional 
model corresponding to the nodal positions of DC and DR fibers are used to calculate the threshold voltages for the excitati on of these fibers when applying a 
rectangular pulse (usually 210 ps). The SCS model has been described in detail in previous reports i28-3D . 
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COMMENTS top 

This study by Holsheimer Is a good example of how cooperation between clinical neurosurgery and biomedical engineering can foster a better understanding 
of physiological phenomena and provide remedies for the technical drawbacks of surgical methods. 

It Is well known that an adequate placement of the electrode {i.e., the cathode located between the dorsal median sulcus and the dorsal root [DR] entry zone 
area, at the [upper] level of the spinal cord segments corresponding to the pain) may not produce enough well-tolerated pare sthesias to sufficiently cover the 
pain territory and thus be effective. 



In the first part of the article, the author recalls several neuroelectrological facts, verified from model predictions and clinical observations. "Beneficial" 
paresthesias produced by spinal cord stimulalion<SCS) result predominantly from stimulation of the lemniscal fibers in their dorsal column (DC) part because 
of their topographical regroupment there, rather than from stimulation at their DR level. The stimulation threshold for DR i s significantly lower than for DC, The 
range between perception threshold and discomfort threshold is narrow. Discomfort is caused by segmental paresthesias and ai so painful motor contractions 
originating from spinal motor reflexes. Discomfort prevents increasing stimulation intensity and limits involvement of the D C fibers. 

Because the potential paresthesia coverage is much more important with DC than with DR stimulation, Holsheimer tried to desi gn new electrodes that 
preferentially were able to stimulate the DC fibers and performed tests on an ingenious SCS computer model. The principles o f the model, which was 
described in detail by the author and his colleagues in previous reports, are clearly summarized in the Appendix in the article. The newly designed electrodes 
were capable of providing a better Involvement of DC fibers for this model and were of two types, including optimally dimens ioned rostrocaudat bWtripole 
electrodes and a transverse tripolar lead (TTL). According to the laboratory testing, these new electrodes seem to be a real advance in the technology of SCS. 

In the Discussion in the article, the author states, "When using the TTL and a dual channel pulse generator with independent voltage control of each channel, 
positioning of the electrode will be less critical, whereas changes in paresthesia coverage caused by electrode migration or histological changes may simply be 
corrected by changing the amplitude of one or boUi stimulation channels, thereby avoiding electrode repositioning by surgical intervention.'* The author might 
be right for the positioning of the electrode and also for electrode migration {although this is not frequent in well-tralne d surgfcal hands). For histological 
changes caused by chronic stimulation, which explain, at least partly, some secondary failures, the problem seems far from b eing solved by only technical 
adjustments. 

In this article, which does not deal with clinical features and, consequently, does not have to mention pathological data, t he author probably underestimates 
some important anatomical impossibilities to stimulate the adequate fibers. In a significant number of patients affected wit h persistent neuropathic pain, the 
lemniscal fibers corresponding to the painful territory that the electrodes must stimulate simply do not exist anymore. 

This is the case In which the lesion has totally interrupted the primary afferent neurons in their radicular part, i.e., between the spinal ganglion and the cord, 
and also in which the ganglion cells have been destroyed (as, for instance, by the herpes zoster virus). In such cases, the fibers are degenerated from the 
lesion up to their synapse, with the secondary neuron at the brain stem level. The same applies in patients with totally interrupted lemniscal pathways at the 
level of the spinal cord. This lack of "valid" fibers to stimulate in the DCs clearly explains failures in a number of so-ca lied "malpositioned" electrode cases & 
4, 6) . 

Before indicating SCS, and even before preimplantation percutaneous trials, it seems important to consider the anatomicophys iloglcal status of the primary 
afferent (lemniscal) fibers because of the cost of SCS technology. That is the reason why, in the process of the selection o f patients, we have instituted as a 
general rule an exploration of the integrity of the lemniscal fibers by a careful clinical examination and, if necessary, so mesthetic evoked potential recording £5) 
and also an exploration of the dorsal horn circuitry by measurements of the nociceptive (Rill) flexion reflexes (1..2). 

This may help in making a logical choice of treatment, either SCS, if the primary afferent neurons are still functional in t heir central part (i.e., from the ganglion 
up to the brain stem), or implantation of the electrode at the level of the somesthetic relay nucleus of the thalamus or in front of the precentral motor cortex, if 
the axons of the primary afferent neurons have totally degenerated up to the brain stem. 

Despite ignoring the complexity of the problem from an anatomicopathological point of view, the author should be acknowledged for having explored the 
blophyslologlcal mechanisms of SCS, and for bringing to clinicians' attention an interesting electrical model of the spinal cord. The newly designed electrodes 
might solve a part, if not all, of the technical problems and thereby improve the efficiency of the SCS method. 

Marc Slndou 

Lyon, France 
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SCS remains one of the few treatments available for the suffering in patients caused by intractable pain after multiple unsu ccessful operations. It Is particularly 
useful for patients with arachnoiditis. The use of long-acting oral narcotics in these patients is currently under study, an d there is some literature on the use of 
intrathecal narcotics administered through implanted pumps. However, neither technique has the background of information tha t is available for SCS. 

Currently, it seems that patient selection Is the first key ingredient of the successful use of SCS. Comorbidities that infi uence the pain complaint need to be 
investigated and treated, it Is important to be certain that pain is what Is being treated. 

The second Important feature of successful stimulation Is In the delivery of stimulation. Variables that are important inclu de electrode position, electrode 
design, and the parameters of stimulation. The author explores a number of issues. The first is the question of which neural structures are activated by 
stimulation. Our early research suggested that all were activated. However, It does seem from the author's model that large DR fibers are most susceptible to 
stimulation. He also concludes that the perception threshold is related to DR stimulation. A major factor is discomfort brou ght about by stimulation. The author 
concludes that unpleasant paresthesias are most likely to occur with the stimulation of DR fibers. 

The key feature of successful stimulation Is paresthesias that occur throughout the entire area of perceived pain. Only when this occurs Is pain relief likely to 
be sufficient. The author concludes that a narrow stimulation field that is either bipolar or tripolar allows the largest nu mber of DC fibers to be activated and 
thus produces the broadest paresthesia coverage. 

The most important aspect of the article is that which deals with methods to improve the broad occurrence of paresthesias. T he author discusses appropriate 
electrode array and, specifically, describes a transverse tripolar electrode system that maximizes paresthesias. Proof of effectiveness will be required, but the 
theoretical considerations are important. Anything that maximizes coverage of the painful area with paresthesias will Improv e the results of spinal stimulation. 
The most common cause of failure, in my experience, Is the Inability to get stimulation in the painful areas, thus leaving s ome of the pain uncovered and, 
therefore, unrelieved. 

Donlin M. Long 

Baltimore, Maryland 

The implantation of SCS systems for pain control is arguably the most common operation currently performed in North America and Europe for the treatment 
of chronic pain. The technology has evolved from the original gate control theory proposed by Melzak and Wall and expanded by Shealy in the late 1960s with 
the application of so-called "DC stimulation." The original devices were extensions of the cardiac pacemaker technology of the time. What has occurred during 
the ensuing three decades has been a refinement of generator technology, including the development of totally implantlble systems, battery technology with an 
advanced lifetime of the Implanted units, programming technology with the use of radiofrequency-coupled programming, microch ip technology with smaller and 
"more intelligent" systems, and electrode technology with multlcontact systems and a wide variety of geometries. Change in t his field has been Incremental 
rather than revolutionary. 

SCS is now the treatment of choice for a wide variety of chronic pain problems, most of those related to damage in some form to either the peripheral or 
central nervous system, so-called neuropathic pain. In my opinion, It is the surgical treatment of choice for failed back su rgery syndrome, but may also be 
considered for patients with peripheral neuropathic pain caused by metabolic or traumatic neuropathy, nerve root Injury from a wide variety of causes, 
postherpetic neuralgia, so-called "end-zone" pains in paraplegics, "reflex sympathetic dystrophy," post-thoracotomy and post mastectomy pain, and other 



disorders. A trial of SCS is easily implemented by placement of a percutaneous electrode, which facilitates the possibility of treating a large variety of 
conditions with this method. The technique does not produce irreversible damage to the nervous system, is testable, and is o ne of very few surgical 
procedures that have demonstrated efficacy for conditions such as failed back surgery syndrome. 

Holsheimer's work adds significantly to our understanding of SCS and will promote the future improvement In and application of this technology. He has 
concluded that SCS of the DCs, and by coverage of the painful region by nonpainful paresthesias, is limited mostly by simultaneous activation of DR fibers. 
This DR activation produces both segmental paresthesia, and at times, painful reflex motor responses. He has tested the theo retica! performance of two 
electrode designs that may limit the spread of stimulation to the DR. This design incorporates a "transverse tripoie" array of electrodes that incorporates a 
"guarded cathode," I.e., a cathode flanked on either side by anodes. The central cathode (inducing proximate fiber depolarization and excitation) is, in this 
arrangement, closest to the DCs, whereas lateral anodes (Inducing hyperpolarization and inhibition) are closest to the DRs. Stimulation with a TTL will 
therefore result in an increased threshold to stimulate DR fibers compared with DC fibers. Additionally, In a two-channel system, the voltage applied to each 
cathode/anode pair (common cathode) can be varied independently. The laterality of the stimulation can be then easily contra lied. 

If successfully applied, what this might mean is that SCS electrodes may become much more effective to use and that position Ing the electrode will be to some 
extent much less critical. Electrodes could then, for example, be placed under general anesthesia in a region that was predi cted a priori to produce the optimal 
stimulation. 

I expect that the application of TTL technology and further innovations in SCS will make this technology an even more popular alternative for pain control. 
Future challenges in this field will continue to involve the education of health care providers and Insurance companies on the safety and efficacy of the 
procedure, as well as Improving the cost effectiveness of the technique. 

Kim J. Burchiel 

Portland, Oregon 

This is the latest in an important series of articles from Holsheimer and colleagues, describing finite element modeling of SCS. The predictions of the model 
may be and, in some cases, have been verified by current probe measurements, psychophysical studies, and evoked potential studies. The model has 
important implications for electrode placement, electrode design, and pulse generator design. 

This work has culminated in a novel design, the "TTL." For many years, the design of stimulating electrode arrays has been i n accordance with the principle 
that, for maximum efficiency, the stimulating dlpole needs to be oriented parallel to the nerve fiber to be stimulated. Atth ough this aspect, like other elements of 
conventional wisdom, remains true, it seems that it has constrained electrode design. Orienting a tripoie transversely is a clever notion, which is predicted by 
Holsheimer's model to have distinct potential advantages. Common clinical problems (i.e., recruiting the low back), however, may or may not be addressed by 
this method. 

As with any basic advance in the laboratory, this modeling and design work requires clinical corroboration. This will be of importance to researchers and 
clinicians with interest in the management of chronic pain, and SCS In particular. In addition, this technology may have broader applications in functional 
neurostimuiation. 

Richard B. North 

Baltimore, Maryland 

Everyone with experience of SCS knows that the prerequisite for obtaining pain relief is that the stimulation-induced paresthesias cover the painful region. 
However, the placement of the electrode to achieve this goal may sometimes be difficulL Therefore, the article by Holsheime r provides useful information and 
helps to understand how an electrode, whether uni- or multipolar, placed epidurally may activate adjacent neuronal elements and produce not only 
paresthesias but also uncomfortable sensations, as well as muscle contractions. The author has, over the years, published a series of articles in which he has 
demonstrated that the generation of these phenomena as a result of epidural stimulation may be better understood by the use of a computerized model of the 
spinal canal and the compartments sunounding the spinal cord and roots. 

In the present study, Holsheimer discusses, from a theoretical point of view, how SCS performed with different electrode con figurations and locations may 
activate preferentially DC or DR fibers. He confronts these findings and conclusions, based on data derived from his model, with clinical observations reported 
in the literature. This approach may, however, be subject to bias In the selection of available clinical data, and one may g et the Impression that the author 
himself has a relatively limited experience of performing SCS-electrode implantations. For example, it is a rare phenomenon that stimulation produces 
uncomfortable sensations, it may happen that when stimulation is applied at a midthoractc level, the patient may report a lo cat painful sensation in the back, 
but when Increasing the stimulus strength, this unpleasant sensation is replaced by paresthesias that may be segmental or In vade more caudal portions of the 
trunk or the leg. 

The author further argues that SCS often tends to activate DR fibers rather than fibers contained in the DCs because of the orientation of the electric field and 
the lower thresholds of the former, if that were the case, SCS might be equivalent to transcutaneous electrical nerve stirnu! ation, apart from stimulating the 
roots on the preganglionic portion of the neuron instead of the postganglionic portion. This conclusion is contradictory to the common observation that patients 
who fail to respond to transcutaneous electrical nerve stimulation may nevertheless enjoy excellent pain relief with SCS. One needs to also consider the 
possibility that SCS may activate neuronal elements also in the DR entry zone and thus in the upper part of the dorsal horn. 

I am surprised that the author does not discuss the importance of pulse width of the stimuli for the distribution of the par estheslas. In my experience with SCS 
for more than two decades, I have often observed that the segmental or "long tract" distribution may be markedly influenced by varying the pulse width. A short 
width, 50 to 100 microseconds, tends to be associated with segmental spreading of the paresthesias, whereas long widths, 300 to 500 microseconds, often 
produce sensations that spread more caudally. This is particularly the case when the electrode is located at midthoracic levels, but the same applies to 
locations in the cervical spine. 

The author describes a new tripolar electrode design, in which the anodal poles are individually controlled by a two-channel stimulator. This electrode 
configuration seems most promising because it may be optimal for the selective activation of the DC on either side. Perhaps such an electrode array can be 
designed to penult implantation via the percutaneous route, and that it can be produced to be cost-effective. Unfortunately, the cost of SCS devices is still too 
high to permit a further dissemination of this effective mode of pain treatment. 

Clearly, more experimental work is needed to elucidate the important issue of understanding how and why SCS functions, both regarding which neuronal 
elements are activated by the stimulating current and regarding the underlying physiological mechanisms by which pain relief is achieved. Without such 
knowledge, we may not be able to improve the efficacy of the method. 

Bjorn A. Meyerson 

Stockholm, Sweden 
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FIGURE 1. Calculated threshold stimuli of a 15-um DC fiber and a 15-um DR fiber as a function of the 
electrode-to-spinal cord distance. 
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FIGURE 2. Mixed activation of DR and DC fibers(a) and almost exclusive DR fiber activation (b) in the 
range of stimulation between PT and DT (=1 .4 PT). 
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FIGURE 3. DC fiber activation by various rostrocaudal anode-cathode configurations, represented by 
recruitment lines in the DCs at stimulation amplitudes 1.0 T and 1 .5 T (T = DR fiber threshold); midcervical 
spinal cord model (2.0 mm electrode-to-spinal cord distance); electrode geometry shown at right side. Wide 
bipole with long contacts (A); wide bipole with short contacts (B); narrow bipole with long contacts (Q; narrow 
bipole (D); narrow tripole (central cathode) (£); monople (F). 



Close j 




ABC 

FIGURE 4. TTL powered by two pulse generators giving simultaneous pulses of variable amplitudes VI and 
V2 (A). Recruitment lines in the DCs at amplitudes 1 .0 T and 1 .5 T (T = DR fiber threshold) and VI = V2 (5). 
Recruitment lines with VI = 3V2(Q; midcervical model 



Close [ 



surrounding layer dorsal 
vertebral bone 



epidural space 

lead contact 




vertebral bom 



ventral 



5 mm 



FIGURE 5. Transverse section of the midcervical model. 
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Model F/£. 3A Fig. 3B Fig. 3C Fig. 3D Fig. 3E Fig. 3F 



PT (volts) 2.80 2.36 2.85 3.47 2.90 1.18 

DCDR 0.94 0.77 0.69 0.57 0.34 1.23 

DT:PT 1.49 1.82 2.04 2.45 4.08 1.40 

* PT, perception threshold; DC, dorsal column; DR, dorsal root; DT, discomfort threshold. 

TABLE 1 . Lowest Fiber Threshold (Perception Threshold), Dorsal Column-Dorsal Root Fiber Threshold Ratio (Dorsal Column: Dorsal Root), and Range of Stimulation 
(Discomfort Threshold: Perception Threshold) for Each Electrode Configuration Presented in a 
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Aim 

To test a new method for stimulation of the dorsal column based on interference 
between different stimulators. The hypothesis is that deeper pathways in the spinal 
cord can be more effectively stimulated than conventional SCS if an interference 
pattern with a beat frequency is achieved. 

Project outlines 

• Test a new method for spinal cord stimulation based on interference between 
two stimulation frequencies. 

• Compare this with conventional stimulation. 

• Simultaneous recordings from the Gracile nucleus and the Pyramid in the 
brainstem render easy comparison of the effect of stimulation (Fig. 1). 

• Multiple analysis parameters are presented. 



Experimental setup 

Adult rats (Sprague-Dawley, 200-230 grams) anesthetized with isoflurane gas (1.8 % 
in a mixture of 60/40 % N0 2 and oxygen) were used (A detailed description of the 
preparation can be found in Kalliomaki, J., Granmo, M., Schouenborg, J. Pain. 2003 
Jul;104(l-2):195-200). Two pairs of stimulation electrodes (bipolar stimulation, 4 
electrodes in total) were placed epidurally on the spinal cord in either a crossed or 
parallel configuration (Fig. 2). Recording microelectrodes were inserted in the Gracile 
nucleus and the Pyramid in the brainstem. The Gracile nucleus receives ascending 
sensory information from dorsal column tracts which run relatively superficial in the 
dorsal part of the spinal cord. The pyramid, as part of the corticospinal tract, conveys 
descending motor commands from the brain to the spinal cord. In the rat spinal cord a 
major tract is located deep in the dorsal column, i.e. deeper than the dorsal column of 
the spinal cord activating the gracile nucleus (Fig. 1). By spinal cord stimulation, 
activating the pyramid tract fibers antidromically, we could record evoked volleys in 
this relatively deep tract, thus giving information about depth penetration of the 
stimulation. After each experiment, the animals were perfused with paraformaldehyde 
(10%) and the caudal brain stem was sectioned to verify the electrode position in the 
brainstem. Only experiments in which a location of the electrode in the pyramide tract 
was verified are included in this report (Fig. 4). 
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Stimulation and recording 

Measurements were performed of SCS evoked activity in the Gracilis nucleus and for 
antidromic evoked volleys in the Pyramid. The stimulation electrodes were placed 
epidurally in two different configurations, crossed and parallel (Fig. 2). Two types of 
stimulation paradigms were used: 1. Sinus waves of 500 |as width (corresponding to 
2000 Hz waves) applied at a frequency of 100 Hz to both electrode pairs. 2. An 
interference pattern of 500 jus + 476 \xs (corresponding to 2000 and 2100 Hz 
respectively) sinus waves applied at 100 and 105 Hz respectively. Beat frequency 5 
Hz (Fig. 3). 

Data analysis 

Thresholds of SCS evoked responses were collected. Stimulation intensity was 
increased or decreased in specific steps. For intensities in the range of 10-50 mV, 
steps of 10 mV were used 3 in the range 50-400 mV steps of 25 mV, in the range 400- 
900 mV steps of 50 mV 5 in the range 900-1200 mV steps of 100 mV and intensities 
over 1200 mV steps of 250 mV were used. The lowest stimulation intensity eliciting a 
clear response was considered the threshold. Each sampled data file is an average of 
400 single recording sweeps (Fig. 4 and 5). The latency of the Pyramid responses 
which were used in the analysis (16-19 m/s) were consistent with those observed in 
the literature (Mediratta and Nicoll J Physiol 1983 Mar;336:545-61, Stewart et al. 
Brain Res. 1990 Feb 5;508(2):341-4, Chapman and Yeomans Neuroscience 1994, 
59(3):699-71 1). Pair-wise comparison of the two different stimulation paradigms (100 
+ 100 Hz versus 100+105 Hz) was performed in each animal. The collected data was 
analyzed for statistical significance using non-parametric tests (Paired comparisons - 
Wilcoxon signed rank test, non-paired - Mann-Whitney, where applicable). All data 
used for analysis is found in the attached file "RS analysis" (GraphPad document). 

Results 

In general, the thresholds for activation of both the Gracile nucleus and the Pyramid 
were significantly lower when using 100 + 105 Hz interference than conventional 100 
+ 100 Hz stimulation (figure 6 and 7). To yield a better understanding of the efficacy 
of the stimulation, the ratio between Pyramid and Gracile thresholds was used. Also 
here, 100 + 105 Hz stimulation showed a lower relative threshold than 100 Hz (figure 
6 and 7). Furthermore, the difference between crossed and parallel electrode 
configuration was tested (figure 8 and 9). No significant difference was observed 
between these two parameters. 

Conclusions 

We conclude that interference stimulation with 100 + 105 Hz (2000 Hz + 2100 Hz) is 
more effective than 100 + 100 Hz stimulation in activating the pathways studied, both 
from a threshold and depth penetration perspective. This implies that the formation of 
an interference pattern or beat frequency provided a lower threshold and better 
penetration. However, there was no significant difference in result between the two 
stimulation electrode configurations. Since only two configurations was tested we 
cannot rule out the possibility that configuration of the electrodes may play a role. 
Further studies, for example involving larger animals and a greater number of spatial 
configurations are needed to clarify this issue. 
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Figure 1. Schematic drawing of spinal cord and brainstem illustrating the targeted 
neural pathways as well as stimulation and recording electrodes. 




Figure 2. Stimulation electrode configurations. Bipolar stimulation with two pairs of 
electrodes was used in either a parallel (to the spinal cord) or a crossed pattern. 
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Figure 3. Output pulses from SCS stimulators. Upper part of each picture shows 
output from each stimulator, lower part shows the combined output from both 
stimulators, a. 100 + 100 Hz stimulation. Sine waves of 500 p,s width corresponding 
to 2000 Hz stimulation were used. b. Stimulation output pulses during 100 + 105 Hz 
stimulation. Sine waves width of 500 [is and 476 |us (corresponding to 2000 and 2100 
Hz respectively) were used. 
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Figure 4. Example of matched histological verification and sampled electrophysio- 
logical data from one experiment. Pyramid responses after 100 + 105 Hz stimulation 
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Figure 5. Examples of Gracile responses after 100+105 Hz stimulation. From the 
same experiment as Fig. 4. 
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Figure 6. Comparisons of threshold data after 100+100 Hz versus 100+105 Hz 
stimulation using a crossed electrode configuration. Results after Wilcoxon signed 
rank significance test is shown. N equals the number of animals used. 




Figure 7. Comparisons of threshold data after 100+100 Hz versus 100+105 Hz 
stimulation using a parallel electrode configuration. Results after Wilcoxon signed 
rank significance test is shown. N equals the number of animals used. 
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Figure 8. Comparisons of threshold data after crossed versus parallel electrode 
configuration using 100+105 Hz stimulation. Results after Mann- Whitney 
significance test is shown (n.s.= no significance). N equals the number of animals 
used. 
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Figure 9. Comparisons of threshold data after crossed versus parallel electrode 
configuration using 100+100 Hz stimulation. Results after Mann- Whitney 
significance test is shown (n.s .= no significance). N equals the number of animals 
used. 
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Abstract 

The role of NMD A mechanisms in spinal pathways mediating acute nociceptive input to the somatosensory cortex is not clear. In this 
study, the effect of NMDA-antagonists on nociceptive C fibre transmission to the primary somatosensory cortex (SI) was investigated. 
Cortical field potentials evoked by C0 2 -laser stimulation of the skin were recorded in the halothane/nitrous oxide anaesthetized rat. 

The SI nociceptive evoked potential (EP) amplitudes were dependent on the frequency of noxious heat stimulation. The amplitudes of SI 
potentials evoked by C0 2 -laser pulses (duration 15-20 ms, stimulation energy 21-28 mJ/rnm 2 ) delivered at a frequency of 0.1 Hz were 
approximately 40% of the amplitudes of potentials evoked by L0 Hz stimulation. 

After intrathecal lumbar application of either of the NMDA-antagonists CPP or MK-801, the amplitudes of nociceptive SI potentials, 
evoked by 1.0 Hz stimulation of the contralateral hindpaw, were reduced to approximately 40% of controls. By contrast, field potentials 
evoked by 0.1 Hz stimulation of the hindpaw were unaffected by MK-80L 

SI potentials evoked by 1.0 Hz stimulation of the contralateral forepaw did not change after lumbar application of CPP or MK-801, 
indicating that the depression of hindpaw EPs was due to a segmental effect in the spinal cord. 

It is concluded that spinal NMDA-receptor mechanisms amplify the acute transmission of nociceptive C fiber input to SI in a frequency- 
dependent way. 

© 2003 International Association for the Study of Pain. Published by Elsevier Science B.V. All rights reserved. 
Keywords: Nociception; Pain; C fibre; Somatosensory cortex; NMDA-receptor; Wind-up 



1. Introduction 

The primary somatosensory cortex (SI) has an important 
role in nociceptive sensory-discriminative processing, as 
has been demonstrated by several animal and human studies 
(Kenshalo and Isensee, 1983; Lamour et al., 1983; reviews 
by Kenshalo and Willis, 1991; Bushnell et al., 1999). A 
major input to SI originates from nociceptive C fibers 
(Schouenborg et al, 1986; Kalliomaki et al., 1993a). This 
input is mediated by multiple ascending pathways, located 
in the lateral and dorsal funiculi of the spinal cord 
(Kalliomaki et al, 1993b). 

Nociceptive C fibre transmission to SI in the rat is dose- 
dependently inhibited by intrathecal application of mor- 
phine (Kalliomaki et al, 1998), indicating an opioid 
sensitive synaptic relay in the spinal cord. Recording of SI 
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nociceptive C fibre evoked potentials (EPs) may therefore 
be a useful method to monitor ascending pain-related 
information to the cerebral cortex. 

Nociceptive spinal cord dorsal horn neurones exhibit 
activity-dependent plasticity that can be elicited by certain 
types of noxious influences. One example is the wind-up 
phenomenon (Mendell, 1966; Schouenborg and Sjolund, 
1983; Schouenborg, 1984; review by Herrero et al., 2000), 
that is a frequency-dependent increase of the C fibre 
responses that may last several minutes. Wind-up has been 
demonstrated both after electrical nerve stimulation and 
noxious heat stimulation (Price et al., 1978). Psychophysical 
studies suggest that wind-up may also be of relevance for 
human pain perception (Price et al., 1977; Lundberg et al, 
1992). Furthermore, * wind-up-like pain', dependent on N~ 
methyl-D-aspartate (NMDA)-receptor activity, has been 
described in various clinical pain conditions (Kristensen 
et al, 1992; Eide et al., 1994, 1995; Nikolajsen et al., 1996; 
Stubhaug et al, 1997; review by Eide, 2000). 
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The initial reports on the pharmacology of wind-up 
showed that it is inhibited by antagonists of the NMDA- 
receptor, as was demonstrated by using topical application 
of AP-5 onto the spinal cord surface (Dickenson and 
Sullivan, 1987) and by iontophoresis of ketamine on 
nociceptive dorsal horn neurons (Davies and Lodge, 
1987). Later it was reported that wind-up is inhibited in 
neurons of the deep dorsal horn, while it is increased in 
neurons of the intermediate dorsal horn, after AP-5 
(Dickenson and Sullivan, 1990). Another investigator 
described increased wind-up in both intermediate and 
deep nociceptive neurons after AP-5 (Svendsen et al, 
1999). Thus, the effects of NMDA-antagonists on wind-up 
of nociceptive spinal cord neurons seem to be hetero- 
geneous. It would therefore be of interest to clarify whether 
ascending nociceptive transmission to the cerebral cortex is 
dependent on spinal NMDA mechanisms. 

The aim of this study was to investigate whether cortical 
C fibre EPs are dependent on the stimulation frequency and 
on spinal cord NMDA-receptor activity. Short pulses of 
noxious radiant heat emitted by a C0 2 -laser were used to 
activate cutaneous C nociceptors (Devor et al., 1982; 
Bromm et al, 1984; Kalliomaki et al, 1993a). The highly 
potent and selective NMDA-antagonists CPP (competitive; 
Davies et al, 1986; Lehmann et al., 1987) and MK-801 
(non-competitive; Wong et al., 1986) were used for topical 
spinal application. Both antagonists have been widely used 
in the study of nociception and seem to specifically suppress 
facilitated states of nociceptive transmission (Coderre and 
Melzack, 1992; Yamamoto and Yaksh, 1992a,b; Kristensen 
et al., 1994). 



2. Methods 

2.L Animals used 

Eleven male Wistar rats weighing 250-450 g were used. 
All rats received food and water ad libitum and were kept in 
a 12-h day-night cycle and at a constant environmental 
temperature of 21°C (humidity 65%). Approval for the 
experiments was obtained in advance from the regional 
ethical committee in Lund/Malmo. Principles for laboratory 
animal care (NIH publication No. 86-23, revised 1985) were 
followed in every respect. 

2.2. Surgety and preparation 

The rats were anesthetized with halothane (1.0-2.0% 
during surgery) in a mixture of 1/3 oxygen and 2/3 nitrous 
oxide. The trachea was cannulated and the end-expiratory 
pC0 2 (3.0-4.5%) was continuously monitored. An infusion 
of 30-50 jxl/min of 5% glucose in Ringer's acetate was 
given in the right jugular vein. Mean arterial blood pressure 
(90-140 mmHg) was monitored continuously in the right 



brachial artery. The rectal temperature was kept between 
36.5 and 38.5°C using a feed-back regulated heating system. 

The lumbar (L3-L6) segments of the spinal cord were 
exposed by a laminectomy. The spinous processes of Th 1 1 
and the first sacral vertebrae were clamped and the chest 
lifted to facilitate ventilation. The pelvis was supported 
from underneath to reduce stress on the vertebrae. The head 
of the rat was fixed by ear bars and a nose ring. Pancuronium 
bromide (0.5 mg) was given and the animal was artificially 
ventilated. Cerebrospinal fluid was drained between the 
base of the skull and the first cervical vertebra, to avoid 
cortical oedema. A craniotomy exposing the right parietal 
cortex was made. The dura of the parietal cortex and the 
exposed lumbar spinal cord was cut and covered with saline. 

Local infiltration of 2.0 mg/ml lignocaine (Xylocaine) 
with 1.2 fxg/ml adrenaline was made during all surgery to 
reduce nociceptive input during surgery and to minimize 
possible postoperative excitability changes (Clarke and 
Matthews, 1990). 

After completion of surgery, the halothane level was 
lowered to 0.5-0.6% in the same gas mixture as before. 
This anesthetic level was characterized by an electrocorti- 
cogram dominated by 4-6 Hz theta waves, with no signs of 
desynchronization during noxious stimulation. The blood 
pressure was stable also during noxious stimulation. Spinal 
administration of CPP or MK-801 did not affect the 
electrocorticogram or the blood pressure. Experiments 
were terminated after signs of deterioration, i.e. precipitous 
drops in blood pressure or expiratory pC0 2 levels. 

2.3. Stimulation and recordings 

A mechanical stimulator with a blunt metal probe 
(0.8 mm diameter) attached to a coil, was used for tactile 
stimulation. The probe was displaced by a current pulse 
(10 ms) generated by a Grass stimulator. The stimulation 
was adjusted to cause a light touch of the skin, without any 
visible joint movement. Tactile stimulation of the left 
hindpaw/forepaw was used to delineate the SI hindlimb and 
forelimb areas in all rats (Kalliomaki et al., 1993a). 

The glabrous skin of the left hindpaw/forepaw was 
stimulated with radiant heat pulses emitted by a C0 2 -laser 
(Irradia, Sweden; wavelength 10.6 |xm, output power 10 W, 
beam diameter 3.0 mm, pulse duration 15 or 20 ms). These 
stimulation energies (21-28 mJ/mm 2 ) have previously been 
shown to evoke cortical field potentials in rat SI, due to the 
activation of cutaneous nociceptive C fibres (Kalliomaki 
et al., 1993a,b). No visible damage to the skin was observed 
using this stimulation. The local skin temperature was 
monitored throughout the experiments, being 32 ± 2°C. 

Each skin site was stimulated with four pulses, at 
frequencies of either 0.1 or 1.0 Hz. Thereafter a non- 
overlapping, nearby skin site was stimulated with four 
pulses (to avoid desensitization of C-nociceptors), and so 
forth, until an averaged recording of 16 sweeps had been 
obtained. A pause of at least 10 min was made before the 
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same skin site was stimulated again. In most experiments, 
two different regions of the glabrous skin (distal pads and 
digits) were stimulated. 

Recordings of EPs were made from the cortical surface 
with a fine silver ball-tipped electrode. In the beginning of 
each experiment, a baseline was obtained from at least four 
averaged (n =16) SI potentials evoked by C0 2 -laser 
stimulation of each skin region. After control recordings 
either CPP (5-50 u,g in 100 |xl saline) or MK-801 (5- 
25 jjig in 100 |xl saline) was applied onto the exposed 
lumbar spinal cord, and the recordings were continued. In 
some rats, a ten times higher subsequent dose (50 jxg) was 
given within 1-3 h. The doses of NMDA-antagonists used 
were within the range of effective doses found previously in 
various models of spinal nociceptive hyperexcitability 
(Dickenson and Sullivan, 1987; Haley et al., 1990; Coderre 
and Melzack, 1992; Mao et al, 1992; Ren et al, 1992; 
Yamamoto and Yaksh, 1992a,b; Hoheisel et al., 1997). 

2.4. Data analysis 

The onset and peak latencies of CCVlaser EPs were 
determined from the control recordings in each rat. The 
amplitudes of all C0 2 -laser EPs were measured between the 
onset and peak latencies determined from the control 
recordings, whereafter they were transformed into percent 
of the mean control EP amplitude. Transformed EP 
amplitude data were then pooled from several rats and 
used for statistical analysis. The Mann -Whitney U test was 
used for all statistical analysis, P < 0.05 being considered 
as a statistically significant difference. 



3. Results 



amplitude tended to be further reduced (41% of controls; 
P < 0.01; five rats) but it did not differ significantly from 
the EP at the 5 jxg dose (Fig. 1). 

In four rats where CPP (5 jxg) was applied onto the 
lumbar spinal cord, the EP mean amplitude (1.0 Hz 
stimulation) was also reduced (37% of controls; 
P < 0.001). A higher dose (50 fxg) did not result in any 
further reduction of the EP mean amplitude (43% of 
controls; P < 0.001; three rats) (Fig. 1). 

No systematic change of the latencies of EPs were found 
after the administration of either MK-801 or CPP. 

3.2. Frequency dependence of the effect of NMDA- 
antagonists on nociceptive C fibre transmission to SI 

In four rats, C0 2 -laser stimulation was alternately given 
with frequencies of 0.1 and 1.0 Hz. With stimulation at a 
frequency of 0.1 Hz, the EP mean amplitude was 36% (P < 
0.001) of the amplitude obtained with 1.0 Hz stimulation 
(Fig. 2). In the same rats, the EPs due to 1.0 Hz stimulation 
were reduced to 38% of controls (P < 0.01) after appli- 
cation of MK-801 (50 |xg), while the 0.1 Hz EPs did not 
change significantly (Fig. 2). 

33. Segmental versus non-segmental effects ofNMDA 
antagonists 

In order to clarify if the effect of NMDA-antagonists on 
the nociceptive input to SI was due to a segmental spinal 
mechanism, potentials evoked by noxious C0 2 ~laser 
stimulation (1.0 Hz) of the forepaw and the hindpaw, were 
recorded from the forepaw and hindpaw areas of contral- 
ateral SI, respectively (Fig. 3). After lumbar application of 
an NMDA-antagonist (5 |xg CPP in three rats or 50 jxg MK- 



Nociceptive C fibre transmission to the right SI was 
assessed by recording cortical field potentials evoked by 
C0 2 -laser stimulation (1.0 Hz; 21-28 mJ/mm 2 ) of the 
contralateral hindpaw (Kalliomaki et al., 1993a, 1998). 
These potentials consisted of a late surface positive wave 
having an approximately constant latency in each rat (mean 
peak latency = 332 ms, SEM = 6.5 ms, 11 rats, on stimu- 
lation of the digits of the hindpaw). Since the potentials vary 
in amplitude, due to the background electrocorticogram, an 
average of 16 sweeps was regularly used. The control 
recordings had a standard deviation of approximately 30% 
of the mean amplitude. 

3.1. Partial depression of nociceptive C fibre transmission 
to SI by intrathecally applied NMDA-antagonists (MK-801, 
CPP) 

Pooled data from five rats showed that the EP mean 
amplitude (1.0 Hz stimulation) after application of MK-801 
(5 |xg) was reduced to 74% of controls (P < 0.05). After a 
subsequent dose of 50 |xg of MK-801 the EP mean 
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Fig. 1. Diagram of the effects of two different doses of MK-801 and CPP on 
SI potentials evoked by 1.0 Hz C0 2 -Iaser stimulation. The grand mean 
amplitudes of C0 2 -laser evoked SI potentials are shown in percent of the 
mean control amplitude. Each grand mean is based on recordings pooled 
from three to five rats and sampled during a period of up to 150 min 
before/after the intrathecal lumbar application of different doses of CPP or 
MK-801, as indicated. The number of averaged recordings (each based on 
16 sweeps) is indicated with ?i. Error bars indicate SEM. The results of 
significance tests are also shown. 
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Fig. 2. Diagram of the effect of MK-801 on SI potentials evoked by 
different frequencies of C0 2 ~laser stimulation (0.1 or 1.0 Hz). The grand 
mean amplitudes of C0 2 -laser evoked SI potentials are shown in percent of 
the mean control amplitude obtained with 1.0 Hz stimulation. Each grand 
mean is based on recordings pooled from four rats and sampled during a 
period of up to 150 min before/after the intrathecal lumbar application of 
MK-801 (50 |xg). The number of averaged recordings (of 16 sweeps) is 
indicated with n. Error bars indicate SEM. The results of significance tests 
are also shown. 

801 in two rats), the hindpaw EP mean amplitudes were 
reduced to 28% of controls (n = 5 rats), while there was no 
effect on potentials evoked from the forepaw (105% of 
controls, n = 5 rats). These findings indicate that the 
depression of hindpaw EPs was due to a segmental spinal 
mechanism. 



4. Discussion 

This study demonstrates that intrathecal application of 
NMDA-receptor antagonists (CPP or MK-801) partially 
depresses nociceptive C fibre transmission to SI. This effect 
is selectively exerted on the larger potentials evoked by 
1.0 Hz noxious thermal C0 2 -laser stimulation, while the 
smaller potentials evoked by 0.1 Hz stimulation are 
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Fig. 3. Diagram of the effect of MK-801 on SI potentials evoked by C0 2 - 
laser stimulation of the hindpaw or the forepaw, in one rat. Each dot or cross 
indicates the amplitude of one averaged recording (of 16 sweeps) of SI 
potentials, evoked by CCVlaser stimulation (1.0 Hz) of the hindpaw or the 
forepaw. The times for intrathecal lumbar application of different doses of 
MK-801 are indicated with hatched lines. 



unaffected. Thus, nociceptive C fibre transmission to SI 
can be amplified by spinal NMDA mechanisms in a 
frequency-dependent way. 

NMDA-receptor antagonists may affect nociception both 
at the level of the spinal cord dorsal horn and also at higher 
levels in the somatosensory pathways (Eaton and Salt, 1990; 
Chizh et al., 2001). The present finding that the lumbar 
application of NMDA-antagonists depresses nociceptive SI 
potentials evoked from the lumbar level, while not affecting 
transmission from the cervical level, indicates that the effect 
of topical application is segmentally exerted. Furthermore, 
in other studies using comparable techniques for intrathecal 
application of NMDA antagonists (Dickenson and Sullivan, 
1987, 1990; Haley et al, 1990; Hoheisel et al., 1997), the 
effective concentrations for inhibition of different types of C 
fibre dependent spinal hyperexcitability were of the same 
order of magnitude as in the present study (taking into 
account the higher potency of CPP compared to AP-5; 
Davies et al, 1986). 

The responses of dorsal horn neurones and spinothalamic 
neurones to single mechanical or thermal noxious stimuli 
are relatively little affected by NMDA-receptor antagonists 
(Headley et al., 1987; Dougherty et al., 1992; Chizh et al, 
1997). The wind-up of C fibre responses in spinal cord 
neurons was initially reported to be inhibited by NMDA- 
antagonists (Dickenson and Sullivan, 1987; Davies and 
Lodge, 1987). However, very heterogeneous effects of 
NMDA-antagonists on wind-up have been reported later on 
(Dickenson and Sullivan, 1990; Svendsen et al, 1999). The 
present study shows that nociceptive C fibre input to SI is 
dependent on both stimulation frequency and NMDA- 
receptor activity, which may suggest that NMDA-antagon- 
ists inhibit wind-up in those spinal cord neurons that are 
involved in ascending nociceptive transmission to SI. 

In normal human volunteers, a selective reduction of 
temporal summation of second pain was seen after 
administration of the NMDA-antagonist dextromethorphan 
(Price et al., 1994), which is possibly a correlate to the 
present findings. 

In conclusion, it was demonstrated that nociceptive C 
fibre transmission to SI is amplified by an increased 
frequency of noxious heat stimulation. This amplification 
mechanism is dependent on activation of spinal cord 
NMDA-receptors. A possible physiological role for such a 
mechanism may be temporal summation of C fibre evoked 
pain compensating for the decline in C fibre input over time 
(Schouenborg and Dickenson, 1988). 
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SUMMARY 

1. The rat corticospinal tract was stimulated at the medullary pyramid and at 
different levels in the spinal cord (segments C2/3, T2, T12) and responses were 
recorded from the surface of the cerebral cortex and extracellularly from individual 
cortical neurones. 

2. Irrespective of the site stimulated, the earliest surface and single unit responses 
had frequency-following and other characteristics which indicated they resulted from 
antidromic invasion of corticospinal neurones. 

3. Synaptically mediated discharges with longer latency were also evoked in 
cortical neurones other than corticospinal neurones. At least in part these discharges 
probably resulted from stimulus spread to the dorsal column-medial lemniscus 
pathway. 

4. Corticospinal neurones were almost all between 1-0 and 1*5 mm beneath the 
cortical surface while synaptically excited units were at all depths greater than 
0-4 mm. 

5. By stimulating at two sites, estimates of conduction velocity were obtained for 
single corticospinal axons. For those reaching at least as far as T12, velocities caudal 
to the pyramid ranged from 5 to 19 m/s (mean 11-4 + 2-9 m/s; s.d.). Slow axons in the 
pyramid (antidromic latency > 2-5 ms) could rarely be excited from T12. 

6. By stimulating at three sites (pyramid, T2, T12) most axons reaching T12 were 
found to have similar conduction velocities in the 'cervical' (pyramid-T2) and 
'thoracic' (T2-T12) cord. However, in 15% of the axons the thoracic' velocity was 
at least 25% less than the cervical. 

7. The results are discussed and related to those from previous investigations. 

INTRODUCTION 

The corticospinal tract in the rat is a substantial pathway which passes through 
the medullary pyramid and subsequently travels via the contralateral dorsal column 
for the whole length of the spinal cord (e.g. Dunkerley & Duncan, 1969; Brown, 1971 ; 
Ullan & Artieda, 1981). 

It is clearly desirable that the conduction velocity of this important pathway 
should be established. However, although Porter & Sanderson (1964) and others 
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(Ohta, 1968 ; Stone, 1972) have investigated the latency and other characteristics (i.e. 
form and spatial distribution) of antidromic responses evoked in the cerebral cortex 
by electrical stimulation of the medullary pyramid, there have been no comparably 
detailed studies of responses evoked by stimulation of the corticospinal tract at spinal 
levels. 

Porter & Sanderson (1964) found that the earliest cortical surface response to 
pyramidal stimulation had a latency to peak of 2 ms (approximately 1-2 ms to onset) 
and showed that it resulted from antidromic invasion of neurones contributing axons 
to the pyramid. However, it is not certain to what extent this and later responses 
were attributable to stimulation of corticospinal axons because the medullary 
pyramid also contains numerous corticobulbar axons. Indeed, the latter may 
outnumber the former by as much as two to one (McComas & Wilson, 1968). 

McComas & Wilson (1968) recorded from six cortical neurones which were 
antidromically invaded both from pyramid and cervical cord and by measurement 
of the distance between the sites of stimulation the conduction velocity in the spinal 
portion of the axons was calculated to range between 7*6 and 10-8 m/s. More recently, 
however, Elger, Speckmann, Caspers & Janzen (1977) have concluded that the 
corticospinal tract in the rat contains numerous axons which conduct at approximately 
60 m/s. 

The large discrepancy between this result and that of McComas & Wilson prompted 
the present investigation. The approach used was to characterize the responses 
elicited in the cortex by stimulation at the pyramid and at different levels of the spinal 
cord. Measurements of antidromic latencies and of conduction distances then allowed 
the calculation of conduction velocities between the sites of stimulation (cf. McComas 
& Wilson, 1968). Stimulation was sometimes applied at the pyramid and at two spinal 
levels in order to determine the conduction velocity for two different portions of a 
single axon. Most of the results relate to axons descending at least to segment T12. 

METHODS 

Twenty-five albino rats (average weight 380 g) were used. Anaesthesia was induced with 
halothane vapour (Fluothane; I.CX), followed by intraperitoneal injection of 50mg/kg sodium 
pentobarbitone (Sagatal; BDH). Subsequent maintenance doses (10 rag/kg) were given intra- 
venously via a cannula in the femoral vein. Rectal temperature was maintained at 36-38 °C with 
a thermostatically controlled electric blanket and an infra-red lamp. The trachea was cannulated. 

The animal was placed in a head holder (Kopf Instruments) in the orientation required for the 
stereotaxic system of Fifkova & Marsala (1967). The spinal column was extended and immobilized 
by clamps on the spinous processes of appropriate vertebrae. To allow stimulation of the 
corticospinal tract at spinal levels short laminectomies were carried out to expose the dura overlying 
the dorsal surface of the cord at one or two of segmental levels C2/3, T2 and T12. The dura 
was reflected and the cord surface was protected by a layer of paraffin oil at 37 °C. 

A wide craniotomy was subsequently made to expose the left cerebral hemisphere and a burr 
hole was made in the occipital bone near the mid line to allow access for a pyramidal-stimulating 
electrode. The scalp edges were sutured to a metal ring above the animal's head, the dura was 
reflected at both skull openings and the exposed brain was covered with warm paraffin oil. 

For stimulation of pyramid and cord, each cathode was a tungsten wire, 0*1 mm in diameter, 
etched to a taper and insulated with glass, except at the tip. The anode was a sprung silver ball 
which rested on the pia near the point at which the cathode penetrated the surface. Each 
anode/cathode pair was mounted on a Narishige micro-manipulator. The pyramidal electrode was 
advanced ventrally through the cerebellum to reach the left pyramid at stereotaxic co-ordinates 
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12-0 mm caudal and 11-5 mm ventral to the bregma (Fifkova & Marsala, 1967). The vertical position 
of the electrode tip was then slightly adjusted, if necessary, to maximize the short latency response 
(see Results) on the surface of the cerebral cortex. Electrodes at spinal levels were inserted into 
the right dorsal column and were similarly adjusted; the depth required to evoke maximal early 
cortical responses was approximately 1-7 mm which correlates well with the known location of the 
rat corticospinal tract in the deepest portion of the dorsal column (Dunkerley & Duncan, 1969). 

Stimulation was accomplished with 0*1 ras rectangular pulses supplied from a constant current 
stimulator with a range of 0-1000 jiA. Single stimuli or trains at frequencies up to 1000 Hz could 
be delivered. 

Potentials evoked on the surface of the cerebral cortex were recorded differentially between a 
roving silver ball (0-5 mm diameter) held in a micro-manipulator and resting lightly on the cortical 
surface and a second ball resting on reflected dura. The animal was earthed via a silver plate in 
the mouth. Recording band width was 50 Hz to 5 kHz and responses were displayed on a storage 
oscilloscope equipped with a Polaroid camera. 

Cortical single units were recorded extracellularly using glass micropipettes filled with 4 M-NaCl 
(impedance 5-10 Mil at 1000 Hz) which were positioned using a hydraulic microdrive. Pulsations 
of the cortex were reduced by light pressure of a small Perspex plate on the pial surface and the 
micro-electrode was introduced into the cortex via a pore (1*5 mm diameter) in the centre of the 
plate. Responses were recorded differentially between the micro-electrode and a silver ball resting 
on the cortical surface close to the point of micro-electrode entry. Recording band width was 300 Hz 
to 20 kHz. 

At the termination of each experiment the animal was killed by anaesthetic overdose and the 
lengths of cord between the different stimulating electrodes were measured in situ. 



RESULTS 

Responses to pyramidal stimulation were first characterized to establish compar- 
ability with findings of previous workers and responses to stimulation at different 
levels of the cord were then investigated. 

Cortical responses to stimulation of the medullary pyramid 

(a) Responses on the cortical surface. Responses recorded from the surface of the 
cerebral cortex following single shocks delivered to the ipsilateral medullary pyramid 
were similar in general form to those reported by previous investigators (Porter & 
Sanderson, 1964; McComas & Wilson, 1968; Ohta, 1968). The largest potentials were 
recorded within an area which extended in a wide strip between a point 4-0 mm lateral 
to the bregma and a point 4-0 mm posterior and 1*5 mm lateral to the bregma. This 
distribution appears to agree with the findings of Porter & Sanderson (1964). 

As may be seen from Fig. 1 A-C the earliest event was a surface positive deflexion 
with a peak at 2-0 ms (±016 ms s.n. ; six experiments), onset at 1*3 ms (±01 ms s.D.) 
and duration approximately 1-4 ms. The latency and amplitude of this response were 
constant between trials and following the nomenclature of Porter & Sanderson it was 
denoted wave (1 ). It was followed by a negativity (cf. wave (3) of Porter & Sanderson) 
which was especially evident when later events were small in amplitude as in 
Fig. ID. Porter & Sanderson reported that the falling phase of wave (1) was 
frequently notched by the presence of a second small positive wave (latency 3 ms) 
which was denoted wave (2). No sign of this response was observed in the present 
experiments with the possible exception of one case when the falling phase of wave 
(1) displayed a point of inflexion (see Fig. 1 C), but a small positive wave with latency 
4 ms to peak was frequently superimposed on the negative wave (3) (see Fig. 1 A-C). 

18-2 
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25 ms 10 ms 50 ms 



Fig. 1. Field potentials evoked on the cortical surface by supramaximal stimulation at 
the pyramid and at different spinal levels of the corticospinal tract. Positive up in all 
records. Stimuli, marked by small filled circles. A and B, five superimposed responses to 
single pyramidal stimuli at 1 Hz. C f seven superimposed responses. A, B and G from 
different animals. D, single response. E, responses to two stimuli 2-5 ms apart. F and G, 
single responses to stimulation at C2/3. H, five superimposed responses to stimulation at 
T2. /, responses to repetitive stimulation at 200 Hz. J, responses to one stimulus at T12. 
K, two superimposed responses to stimulation at 10 Hz ; smaller response was evoked by 
second stimulus. L, stimulation with 6 pulses at 60 Hz. 
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It showed variations in amplitude and small variations in latency between trials and 
appears to correspond with wave (3P) of Porter & Sanderson. It was followed by a 
third positive peak with latency 7-9 ms. This large response showed very marked 
fluctuations in latency and amplitude (see Fig. IB and C) and undoubtedly 
corresponds to wave (4P) of Porter & Sanderson. It was succeeded by a negativity 
which showed similar variations and this in turn was frequently followed by another 
wave (5P : latency to peak approximately 20 ms, not illustrated) after which the 
record returned to the base line. 

Threshold for wave (1) ranged from 20 to 60 fiA in different experiments but was 
constant in any one experiment. As stimulus intensity was increased the response 
recorded at the best point on the hemisphere reached a plateau amplitude of 
approximately 0 5 mV at intensities of 600-700 fiA. 

Fig. IE shows that when two stimuli were delivered only 2-5 ms apart wave (1) 
was undiminished and in fact it was capable of following trains of many stimuli at 
400 Hz. By contrast waves (3P), (4P) and (5P) failed completely at rates in excess 
of 10 Hz. 

Further evidence that the different peaks were generated by different mechanisms 
was provided by the effect of maintenance doses of sodium pentobarbitone 
(5-10 mg/kg) administered to lightly anaesthetized animals; wave (1) remained 
constant in amplitude whilst all later events underwent a marked temporary decline 
which was evident within a few seconds. In addition, the potentials differed markedly 
in their response to anaesthetic overdose. After breathing ceased the time for the 
potentials to decline to zero amplitude Was : wave (1), 50 sec ; (3P), 25 sec ; (4P), 10 sec. 
When, in another experiment, asphyxia was produced by tracheal occlusion the times 
were: wave (1), 30 sec; (3P), 15 see; (4P), < 5 sec. 

In light of this evidence there seems no doubt that as claimed by Porter & 
Sanderson (1964) wave (1) signals antidromic invasion of pyramidal tract neurones 
whilst (3P), (4P) and (5P) are generated synaptically as a result of stimulus spread 
to the nearby medial lemniscus and/or activation of a recurrent pathway involving 
axon collaterals of pyramidal tract neurones (see Discussion). 

(6) Single unit responses. When micro-electrodes (see Methods) were inserted into 
the cortex in the region where surface potentials were largest, extracellular single unit 
recordings were readily obtained. The spikes were usually monophasic negative or 
diphasic negatives-positive (see Fig. 7 for two examples) though diphasic positives 
negative potentials were sometimes encountered. 

Recordings were made from a total of 246 units and in respect of their responses 
to pyramidal stimulation they fell clearly into two groups. Units in the first group 
(218) yielded a single action potential which displayed a fixed threshold and a short 
latency which was invariant even at near threshold stimulus intensities. Such 
responses were invariably capable of following each of two stimuli separated by 
2*5 ms. They were assumed to signal antidromic activation of pyramidal tract 
neurones. The frequency distribution for the latencies of the antidromic action 
potentials in these units is shown by the filled areas in the histogram of Fig. 2 A. 

According to Porter & Sanderson (1964) these events, occurring near synchronously 
in a large population of pyramidal tract neurones, give rise to wave (1). This 
identification was made partly on the grounds that the modal latency for single unit 
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responses coincided with the latency to the peak of wave (1). Fig. 2 A shows that 
precisely the same finding was made in the present experiments. 

A second population of twenty-eight units, encountered in the same electrode 
tracks, responded differently. They yielded a single action potential with variable 
threshold and variable (and usually longer) latency, and all failed to follow at any 
frequency higher than 2 Hz. These responses were presumably synaptically (i.e. 
orthodromically) generated. The open areas of Pig. 2 A show the latency distribution 
for responses of this kind. Note that the latency range (3-9 ms) spans the period 
during which waves (3P) and (4P) were present on the cortical surface. When a 
maintenance dose of pentobarbitone was administered, synaptically driven responses 
rapidly (but temporarily) disappeared, a pattern of behaviour which parallels that 
found for waves (3P) and (4P). By contrast, like surface wave (1), antidromic single 
unit responses were not suppressed. 




Latency (ms) 

Fig. 2. Normalized latency distributions for cortical units responding to pyramidal 
stimulation. A, filled areas, antidromic responses ; open areas, synaptically driven 
responses. Latency to peak of surface wave (1) is arrowed. B 7 latencies of antidromic 
responses to pyramidal stimulation for those units which were shown to project to T12. 
C, latencies of antidromic responses to pyramidal stimulation in units not tested for a 
projection to T12 (see text for further explanation). 



Some pyramidal neurones were also tested for the presence of antidromic responses 
to stimulation at spinal levels (see also below) and Fig. 2B shows the distribution 
of pyramidal latencies for those units which were shown to project to T12 (i.e. 
eortico-lumbosacral neurones). Fig. 2(7 shows for comparison the latencies of those 
units recorded in experiments in which stimuli were applied at the pyramid only. This 
distribution presumably includes not only corticospinal axons reaching T12 but also 
an admixture of corticobulbar axons and corticospinal axons terminating at more 
rostral levels of the cord. Despite the likely presence of some cortieo-lumbosaeral 
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axons in Fig. 2(7 two differences are apparent. Firstly, the peak of the distribution 
in Fig. 2B is slightly earlier suggesting that fast axons are relatively more numerous 
in the cortico-lurabosacral than the 'mixed' population. Secondly, only 4% of units 
excitable from T12 had pyramidal latencies longer than 2-5 ms, as compared with 
28 % in Fig. 2(7. This suggests that the more slowly conducting axons in the pyramid 
only rarely project as far caudally as T12. 



c 
o 



c 



C2/3 

81 Antidromic units 

82 Synaptic units 



T2 

133 Antidromic units 
38 Synaptic units 




T12 

161 Antidromic units 
126 Synaptic units 



8 12 16 
Latency (ms) 

Fig. 3. Normalized latency distributions for cortical unit responses to stimulation at three 
spinal levels A, C2/3; B, T2; C, T12. Filled areas, units discharged antidromically ; open 
areas, synaptically driven units. Latency to peak of wave (1) for each level is arrowed. 



Cortical responses to stimulation in the spinal cord 

(a) Response latencies for surf ace potentials and single unit discharges. Single shocks 
delivered via an electrode in the contralateral dorsal column at segmental level 
C2/3 evoked cortical responses very similar to those following pyramidal stimulation 
except that the latencies were longer (see Fig. IF and G). From its frequency 
following characteristics, constant latency and amplitude, and cortical distribution 
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the earliest response was identifiable with wave (1). The subsequent waves, (3P) and 
(4P) were variable in latency and amplitude. They had latencies to peak of 6 ms and 
8-10 ms respectively and failed to follow frequencies in excess of 10 Hz. 

When single cortical units were recorded the results were again similar to those 
of pyramidal stimulation inasmuch as two distinct populations were encountered, one 
responding antidromically, the other driven synaptically. The frequency distribution 
of latencies for eighty-one antidromically driven and eighty-two synaptically driven 
units is shown in Fig. 3 A by the filled and open areas respectively. Note that the 
mode for antidromic latencies was between 3 0 and 3 4 ms which compares well with 
the latency (arrowed) of the peak of wave (1) which was 3-1 ms ( + 0 7 ms s.d. ; five 
experiments). Likewise the majority of synaptically driven responses occurred during 
the period of waves (3P) and (4P). 

In many respects the results of stimulation at more caudal levels of the cord (i.e. 
T2 and T12) were similar to those obtained from C2/3. Fig. IH shows typical 
responses recorded from the cortical surface following stimulation at T2 and Fig. 1 / 
shows the earliest component, wave (1), following a train of stimuli at 200 Hz (it was 
capable of following up to 400 Hz) whilst the others are evoked only by the first 
stimulus. At this spinal level the latency of wave (1) was 5-2 ms (±0-7 ms s.d.; five 
experiments). This agrees well with the mode of the latency distribution for 133 units 
driven antidromically (see filled area of Fig. SB), which was at 5-0-5-4 ms. 

Similarly, for stimulation at T12 the latency to peak of the potential identified as 
wave (1 ) (see Fig. 1 J) was 8-6 ms ( + 0*8 ms s.d. ; eleven experiments) whilst the mode 
of the latency distribution for 161 antidromically identified units was 8-0-8-4 ms (see 
Fig. 3(7). It is therefore evident that for each of the three cord levels stimulated there 
was a good temporal association between the peak of wave (1) and the modal latency 
amongst the antidromically driven cortical units. A similar association also existed 
between the latency to onset of wave (1) and the timing of the earliest antidromic 
responses of single units. These correlations were established by pooling the data from 
several experiments but they were also present in each individual experiment. This 
is demonstrated by Fig. 4 A in which the latency to peak of wave (1) for each of twelve 
animals is plotted against the mean latency for the population of units antidromically 
invaded in the same experiment. The diagonal line is the regression line for this set 
of points and is very close to the line of equal latency. 

Although the temporal correlation present at levels C2/3 and T2 between wave (1) 
and the antidromic unit responses was maintained at level T12 it must be emphasised 
that at this level the earliest response recorded from the cortical surface was not 
entirely attributable to antidromic invasion of corticospinal neurones. In all experi- 
ments the use of repetitive stimulation, which suppresses synaptically mediated 
responses, produced considerable diminution in the earliest surface potential evoked 
from T12. This is illustrated in Fig. IK where two superimposed sweeps show the 
responses evoked by two trials 100 ms apart. Fig. 1L illustrates the further finding 
that the residual response was capable of following long trains of stimuli at high 
frequency. 

The observation that the earliest response was reduced by repetitive stimulation 
received clarification when single unit recordings were made. As shown in the 
histogram of Fig. 30, with T12 stimulation the latency distributions for synaptically 
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Fig. 4. A, temporal correlation between the latency to peak of wave (1) and the mean 
latency for antidromic single unit responses. Each point represents data collected during 
stimulation at a single site and in a single animal. Note that there is a wide range of 
latencies as data is represented from ten cases of pyramidal stimulation, two cases of 
stimulation at C2/3, six cases of stimulation at T2 and eight cases of stimulation at 
T12. Diagonal line is calculated regression line (gradient 0-95; vertical intercept 0*04; 
coefficient 0*98). #, depth of all cortical units responding to spinal stimulation (includes 
data for stimulation at 02/3, T2 and T12). Filled areas, 224 antidromic units; open areas, 
215 synaptically driven units. 

and antidromically mediated spikes overlap much more than for more rostral levels. 
Thus the first surface response is in part due to antidromic invasion of corticospinal 
neurones and in part to synaptically mediated events. 

The most likely explanation for this change relative to the findings for more rostral 
stimulation is that synaptic responses to cord stimulation are mediated at least in 
part via an ascending path which is stimulated along with the corticospinal tract and 
which includes some axons with a higher conduction velocity. The dorsal column- 
medial lemniscal pathway is an obvious candidate and this candidature is supported 
by two observations. Firstly, with the cathode resting on the dorsal surface of the 
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cord at T12 large and variable surface potentials similar to those already described 
were evoked by low stimulus currents (50-100 /iA) which failed to evoke wave (1). 
These responses completely failed at repetition rates in excess of 10 Hz. Secondly, 
when the electrode was advanced ventrally wave (1) first appeared at a depth of 
0-7 mm. Further advance led to growth of wave (1 ) but to decline of the variable waves 
suggesting that they were evoked from structures more dorsal than those yielding 
wave (1). 

(b) Distribution and amplitude of antidromic responses on the cortical surface. Some 
evidence was obtained for a topographical localisation in the origin of the corticospinal 
projection. When the amplitude of wave (1) was measured at many points on the 
cortical surface and isopotential maps were prepared (not illustrated) it was clear that 
large response (i.e. > 01 mV) to stimulation at T12 were restricted to the caudomedial 
part of the larger area which responded to stimulation of the pyramid. This accords 
well with the somatotopical organization revealed by the spatial distribution of 
corticospinal neurones retrogradely labelled after injection of horseradish peroxidase 
into different segments of the spinal cord in the rat (Ullan & Artieda, 1981). 

It was evident also that wave (1) is not evoked at equal amplitude from all spinal 
levels. The peak amplitude of the largest responses to supramaximal stimulation was 
approximately 0-5 mV for pyramidal stimulation but only 0*3 mV for stimulation at 
T2. When wave (1 ) was evoked from T12 and isolated for measurement by repetitive 
stimulation as in Fig. IK and L, the largest responses were only 015 mV. This 
progressive reduction in amplitude for stimulation at successively more caudal levels 
may reflect progressive loss of axons from the corticospinal tract along the length 
of the cord. A further possibility is temporal dispersion of the antidromic volley with 
increasing conduction distance. 

(c) Depth distribution of cortical unitary responses. For each unit the depth of the 
micro-electrode tip at which the action potential was largest in amplitude was read 
off from the microdrive and the frequency distribution of depths for units recruited 
by spinal stimulation is plotted in Fig. 42?. The dark area represents antidromic 
responses whilst synaptically driven units are represented by the open areas. It is 
evident that antidromic units were in the deeper layers of the cortex, only one being 
less than 0-75 mm below the pial surface and most being between 10 mm and 1-5 mm. 
Synaptically driven units were more widely distributed. They were quite common 
as little as 0-5 mm below the surface though also present in the deepest layers. 

For all stimulation sites there was no correlation between the depth of an 
antidromically driven unit and the latency of its response (Fig. 5; #). This is 
illustrated for pyramidal stimulation (Fig. 5 A) and also for neurones stimulated at 
C2/3 and T12 (Figs. 5B and C respectively). A similar observation applies to the 
synaptically driven units (0)< 

Conduction velocity of corticospinal axons 

The latency of wave (1) evoked from T2 was 3 6 ms to onset and 5-2 ms to peak 
whilst the corresponding values for the pyramid were 1-3 ms and 2-0 ms. Since the 
straight-line distance between the two sites was 36 mm (±1-7 mm S.D.; six 
experiments) these latency values correspond to approximate conduction velocities 
in the 'cervical' cord of 15-7 m/s for the fastest corticospinal fibres and 11-3 m/s for 
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Fig. 5. Depth of cortical units plotted with respect to their latency of response. Stimulation 
at three sites. A, pyramid; B t C2/3; C, T12. ©, antidromic units; O, synaptically driven 
units. 



those whose activity gave rise to the peak. The corresponding values for the ' thoracic 9 
cord (T12 to T2) were 13-7 ms and 11-0 m/s respectively. 

Values for individual corticospinal axons could also be obtained when a cortical 
unit was antidromically activated both from the pyramid and the cord. 

Care was taken in such cases to ensure that the same neurone was being activated. The spikes 
evoked from both sites were the same amplitude and shape and underwent parallel changes in 
amplitude when the position of the micro-electrode tip was changed. Sometimes the cell could be 
damaged with the micro-electrode and this always abolished both responses. 

Fig. 6 shows frequency distributions for the conduction velocities of individual 
axons. Fig. QA shows the values for sixty-five axons excited at both T2 and the 
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pyramid. The mean conduction velocity between these two sites was 115 m/s 
( + 2-7 m/s s.D.). By comparison Fig. §B shows the values for eighty-three axons 
which were excited at both T12 and T2; the mean is slightly lower at 10*5 m/s 
(±3*1 m/s s.r>.). The over-all conduction velocity between T12 and the pyramid is 
shown for seventy-two axons in Fig. 6C; mean 11-4 m/s ( + 2-9 m/s s.D.). The 
experimental procedure employed was to begin by searching the cortex for antidromic 
units responding to stimulation at T12. When such a unit was encountered, and its 
latency determined, the latencies of its response to stimulation at T2 and the pyramid 
were also determined. As a result most of the values for the T2-pyramid portion of 
the cord (Fig. 6 A) are for corticospinal axons which descended at least as far as T12. 




Conduction velocity (m/s) 



Fig. 6. Conduction velocities of single axons between A, T2 and the pyramid (sixty-five 
axons) ; B t T12 and T2 (eighty-three axons) ; C, T12 and the pyramid (seventy-two axons). 

However, twelve of the sixty-five axons in Fig. 6A could not be recruited by 
stimulation at T12 and therefore probably terminated between T2 and T12. Their 
conduction velocities ranged from 8 4 to 171 m/s and therefore fell within the range 
for the other (i.e. cortico-lumbosacral) axons in Fig. 6 A. 

In fifty-three units excitable from T12 separate conduction velocities were 
calculated for the T2-pyramid and T12-T2 portions of the axon. Fig. 7 A shows one 
such unit responding to a single shock delivered (in descending order) to pyramid, 
T2 and T12 and Fig. IB shows that at each level responses could be evoked by each 
of 2 shocks, 2 ms apart. In this unit the conduction velocity between T12 and T2 
(12-5 m/s) was almost the same as that between T2 and the pyramid (13-1 m/s). 
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Fig. 7. A and B show responses of one antidromieally driven cortical unit when stimulated 
at the pyramid, T2 and T12. A, responses to single stimuli; JS, responses to paired stimuli 
with separation 2 ms. Conduction velocity calculated for the axon between T2 and the 
pyramid was similar to that between T12 and T2. C, responses of a second unit to single 
stimuli; conduction velocity calculated for T12-T2 was considerably slower than that for 
T2-pyramid (see test for further explanation). Negative up. 



18-i 




Conduction velocity (m/s): T12-T2 

Fig. 8. Conduction velocity between T2 and pyramid plotted against conduction velocity 
of same axons between T12 and T2. The eight encircled points represent axons for which 
the conduction velocity was over 25 % slower in the more caudal portion of the cord. 
Diagonal is line of equal velocity. 
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However, the different unit shown in Fig. 1C conducted considerably more slowly 
in the ' thoracic' cord (T12-T2: 5-4 m/s) than in the 'cervical' cord (T2-pyramid: 
9-5 m/s). 

In Fig. 8 the 'cervical' and 'thoracic' conduction velocities are compared for each 
of the fifty -three units and it is clear that in the majority of cases the values fall on 
or close to the line of equality. However, the conduction velocity for eight axons was 
at least 25 % slower in the 'thoracic ' cord and in these cases (encircled points) it seems 
likely that real slowing occurred as the axons descended. 

Small departures from equality are probably aseribable to the inevitable inaccuracies which 
attend the measurement of conduction distances. In particular no allowance was made for the 
deviation from a straight-line course which must occur in the pyramidal decussation. It is likely, 
therefore, that the calculated conduction velocities are underestimates and the degree of 
underestimation will be greater for the * cervical ' values. However, the errors are unlikely to be 
substantial because the conduction distances were considerable (means of 36 mm for T2-pyramid 
and 41 mm for T12-T2). 

DISCUSSION 

Cortical responses to pyramidal stimulation 

The cortical surface response evoked from the pyramid in these experiments was 
very similar to that recorded by Porter & Sanderson (1964) with the small exception 
that little sign was seen of their wave (2). Results from single unit recordings were 
consistent with their hypothesis that wave (1) signals antidromic invasion occurring 
near-synchronously in a large number of pyramidal tract neurones. Porter & 
Sanderson reported wave (2) to be a small positive peak at a latency of about 3 ms 
which notched the downstroke of wave (1), followed repetitive stimulation at 200 Hz 
and coincided in latency with single unit antidromic spikes. In the experiments 
reported here single units with appropriate latencies were recorded (Fig. 2 A) despite 
the absence of wave (2). However, both Porter & Sanderson (1964) and Ohta (1968) 
found that wave (2) was not invariably present and in the rabbit, Chang (1955) 
encountered an analogous wave only when the cerebral cortex was cooled to 20-23 °C ; 
at physiological temperatures it was obscured by the negativity which follows 
wave (2). 

Ohta (1968) recorded the mass antidromic response at different depths in the rat 
cortex and found that wave (2) reversed polarity at a depth of 1-6 mm whilst 
wave (1) reversed at 2 0 mm. He considered that wave (2) was caused by antidromic 
invasion of pyramidal tract neurones with slower axons and was situated more 
superficially in the cortex. A similar conclusion was reached by Towe, Patton & 
Kennedy (1963) who made single unit recordings in the cat and found that the 
shortest latency antidromic responses occurred in layer V and that longer latency 
responses occurred in layer III. However, in the present experiments there was no 
such correlation between the depth and the latency of units driven antidromically 
from either the pyramid (i.e. pyramidal tract neurones) or the spinal cord (i.e. 
corticospinal neurones). It is consistent with our observations that Ullan & Artieda 
(1981) have reported that rat corticospinal neurones retrogradely labelled using 
horseradish peroxidase were found only deep in the cortex (in layer Vb). Similarly, 
Deschenes Labelle & Landry (1979) have found pyramidal tract neurones are 
restricted to layer V in the cat. 
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Regarding the late and variable waves on the cortical surface, Porter & Sanderson 
(1964) demonstrated that they coincided with synaptically mediated discharges in 
cortical neurones other than pyramidal tract neurones and we have confirmed this 
finding. These authors also discussed the possible mechanisms which might generate 
such discharges. They include cortical activation via intracortical recurrent collaterals 
of the pyramidal axons and via pyramidal collaterals to ascending pathways. 
Alternatively, the medullary stimulus may spread to excite the medial lemniscus. The 
importance of this last possibility was later emphasised by the work of Stone (1972) 
who selectively diminished the late waves by sectioning the medial lemniscus in the 
medulla. It is also reinforced by the present experiments because apparently identical 
late waves could be evoked by stimulation in the dorsal part of the dorsal columns 
at intensities too weak to evoke a wave (1) response. By contrast, when the same 
stimuli were delivered deeper in the cord, where they succeeded in evoking wave (1), 
the late waves were smaller. 

Conduction velocities in the corticospinal tract 

Our most important findings relate to the conduction velocities of corticospinal 
axons. Stimuli applied to the medullary pyramid inevitably excite corticobulbar 
axons so that measurements of antidromic latency from this site allow deduction only 
of a limit above which corticospinal axons are unlikely to conduct. Moreover, 
estimates of the conduction distance from pyramid to cortex are necessarily very 
approximate. As a result, little evidence has previously existed concerning cortico- 
spinal velocities in the rat. The only direct measurements are of a few axons in the 
upper cervical cord (McComas & Wilson, 1968) and these results differ markedly from 
those of Elger et al. (1977), who deduced a velocity of 60 m/s for the fastest fibres 
(see below). Both from the latency of the antidromic response on the cortical surface 
and on the basis of single unit recordings we conclude that the fastest fibres conduct 
at somewhat less than 20 m/s whilst the fibres contributing to the peak of wave (1) 
conduct at about 11 m/s. The value for the fastest unit we encountered was 19-1 m/s. 

It is evident that our results are in reasonable agreement with those of McComas 
& Wilson (1968) who found a range of 7'6 m/s to 10*8 m/s but conflict directly with 
those of Elger et al. (1977). It is therefore necessary to discuss the results obtained 
by the latter group to determine whether reconciliation is possible. 

Following cortical stimulation Elger et aL (1977) recorded a field potential from 
the cord dorsum at L3/4 which had a latency of 1-7 ms to peak and which followed 
repetitive stimulation at 300 Hz. Conversely, when the dorsal surface of the cord was 
stimulated at L3/4 a cortical evoked potential was recorded with similar latency 
and frequency-following characteristics. In addition, Janzen, Speckmann, Caspers & 
Elger (1977) recorded excitatory post-synaptic potentials (e.p.s.p.s) (apparently 
monosynaptic) in lumbar motoneurones with latencies as short as 1-7 ms following 
cortical stimulation. Elger et al. concluded that an uninterrupted corticospinal 
pathway exists to the lumbar cord in which the fastest fibres conduct at about 60 m/s. 
However, as they noted, electron microscopy indicates that the tract consists of axons 
no larger than 3-7 fim in diameter (Dunkerley & Duncan, 1969) and application of 
the Hursh factor (6 m/s per fim \ Hursh, 1939) to such fibres would yield maximum 
velocities of about 22 m/s. Elger et al. therefore suggested that the Hursh factor is 
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not applicable to corticospinal axons and that some much higher factor is required. 
However, a study in the cat by Towe & Harding (1970) has suggested that the Hursh 
factor errs on the high side and that a factor of 4 72 is more appropriate. It may be 
noted here that the Hursh factor gives a maximum conduction velocity of 22 m/s 
whilst the factor proposed by Towe & Harding would yield a value of 17 5 m/s. Both 
these values are close to the velocity for our fastest fibres. However, the mode of the 
fibre diameter spectrum for the rat pyramid occurs at 0-5-1 -0 fim (Dunkerley & 
Duncan, 1969) which corresponds to approximate conduction velocities of 3-6 m/s 
(Hursh) or 2-4-4*7 m/s (Towe & Harding). These values are substantially lower than 
the mode of the velocities in the present study, but this discrepancy can be accounted 
for if the micro-electrode technique exhibits substantial bias towards cells with large 
diameter axons. This is indeed likely to be the case as the existence of a large bias 
has invariably been inferred in electrophysiological studies of the pyramidal tract in 
the cat (e.g. Towe & Harding, 1970). Since very similar values of conduction velocity 
were obtained in the present experiments from the latencies of the antidromic field 
potentials a similar bias presumably exists for this type of response. 

Though the above suggests that our estimate of maximum conduction velocity is 
substantially correct it does not of course account for the results of Elger et al. (1977). 
It may be noted however, that these workers employed computer averaging 
techniques capable of resolving very small signals recorded from the brain surface. 
It is therefore possible that the antidromic potentials they recorded from the cortical 
surface were in fact generated at a distance (i.e. beneath the cortex) and signalled 
transmission in another pathway (e.g. rubrospinal or reticulospinal). This suggestion 
gains support from a recent study (Armstrong & Drew, 1980) which has shown that, 
in the small brain of the rat, tract waves generated in the medulla can easily be 
recorded from the surface of the cerebellum even without averaging. 

As regards the tract waves which Elger et aL recorded from the cord surface 
following stimulation of the cortical surface, it is possible they were generated by 
synaptic or direct excitation of a descending pathway subcortical in origin and 
conducting substantially faster than the corticospinal tract. Such paths do exist, for 
Shapavolov & Gurevitch (1970) stimulated the medullary reticular formation and 
recorded a tract wave from the dorsal surface of the lumbar spinal cord with a latency 
of 1-3-2*1 ms to peak which followed repetitive stimulation at up to 500 Hz. This path 
conducted at a mean velocity of 65 m/s and evoked monosynaptic e.p.s.p.s in lumbar 
motoneurones with latencies short at 1*6 ms (cf. the 1-7 ms of Elger et al. 1977). 

Eight out of fifty-three of our corticospinal axons (i.e. approximately 15 %) showed 
substantially slower 'thoracic' (T12-T2) than 'cervical' (T2-pyramid) conduction 
velocities. Such a change presumably reflects a decrease in axonal diameter and in 
this connexion it may be noted that in the cat, Shinoda & Yamaguchi (1978) have 
provided electrophysiological evidence that corticospinal axons in the cat may 
provide collaterals to different segmental levels and that the provision of branches 
can be associated with a reduction in the conduction velocity of the stem axon. Future 
studies should show whether the slowing we have demonstrated in some axons in the 
rat is due to a similar phenomenon or whether tapering can occur even in the absence 
of collateralization. 
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Direct and indirect corticospinal responses to electrical stimulation of motor cortex were identified in urethane-anesthetized rats. 'Killed-end' 
recordings were taken from the corticospinal tract at the level of the cervical cord {C r C 2 ) and from the medullary pyramid. The identities 
of direct (D) and indirect (I) corticospinal responses were confirmed by: (1) removing motor cortex to eliminate 1 activity, and (2) 
pharmacologically increasing neocortical excitability, prior to any lesions, to increase I activity. Our data indicate that the conduction velocity 
of the fastest corticospinal fibers is approximately 18 m/s. Our identification of the components of the corticospinal response will permit the 
interpretation of the more complicated surface or 4 non-killed-end' depth recordings which have shown particular utility in evaluating spinal 
cord damage. 



A brief electrical stimulus applied to the motor cortex 
of cats and monkeys elicits a distinct sequence of 
corticospinal waves 11 . The first wave reflects the direct 
(D) activation of corticospinal neurons in response to the 
stimulus. The D-wave is followed by one or more indirect 
(I) waves which are attributable to the re-activation of 
these corticospinal neurons, and the novel activation of 
others, via excitatory synaptic inputs. Each D to I or I to 
I interval appears to involve one additional synaptic 
delay 1,12 . 

Recent interest in the rat central nervous system for 
modeling various types of spinal cord trauma emphasizes 
the importance of defining in these animals the pattern of 
corticospinal responses to electrical stimulation. Several 
attempts to characterize orthodromic and antidromic 
corticospinal responses in the rat have been previously 
published 5 ' 6 ' 10 . A controversy becomes apparent when 
the estimates of maximum corticospinal conduction ve- 
locity are compared; values ranging from 19 m/s 10 to 
nearly 70 m/s^ 6 have been reported. Part of the confusion 
may come from latency measurements of 'peaks 1 in 
surface or other recordings that generally have more 
complicated appearances than l killed-end' recordings. 
Damage to axons by the recording electrode in 'killed- 
end' recordings prevents conduction beyond the record- 
ing location and leads to a nearly monophasic appearance 
of the responses 9 ' 11 . In addition to the greatly simplified 
appearance of the responses, killed-end recordings can 
reveal significantly larger 1-waves relative to the D-wave 



than are detected in surface recordings 1 * 11 . This is 
because of the cancellation of extracellular voltages from 
out-of-phase polyphasic action potentials which can limit 
the amplitude of population responses in surface or even 
depth 'non-killed-end* recordings. 

Our objective was to utilize killed-end recordings to 
define the population D and 1 corticospinal responses in 
the rat and to describe some of the properties of these 
responses. In addition, measurements were made of the 
conduction velocity of corticospinal fibers in an effort to 
resolve past differences in the literature. 

Three male Sprague-Dawley albino rats (330-340 g) 
were anesthetized with urethane (1.5 g/kg i.p., supple- 
mented as needed) and fitted with tracheal cannulae. 
Animals were held in a Kopf stereotaxic frame and 
maintained af 37-39 °C with a shielded heating lamp, 
Neocortex was exposed by first removing bone with a 
small drill and a rongeur from 1 mm anterior to lambda 
to 3 mm anterior to bregma and from the midline to 6 mm 
laterally. Dura mater was incised and reflected laterally 
to expose neocortex. The cortical surface was protected 
from drying by a mixture of petroleum jelly and mineral 
oil. Cervical cord segments C x -C 3 were exposed by 
laminectomy. The motor cortex (MI) was focally stimu- 
lated by applying 100-/is pulses (± 0-5 mA) between a 
pair of silver ball electrodes (ball diameter « 0.5 mm), 
one placed on motor cortex and the other on posterior 
parietal cortex. A closely spaced bipolar electrode (125 
^um formvar-insulated nichrorne wire) was used to stim- 
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ulate the internal capsule. Corticospinal responses were 
recorded with 125 fim Teflon-insulated tungsten wire that 
was cut square so as to produce optimal killed-end 
recordings from: (1) the dorsal column 2 at Q-Cj, and (2) 
the medullary pyramid. A similar electrode was used to 
record surface responses from the cervical cord. For a 
given stimulation site on Ml, the optimal corticospinal 
tract recording site was determined. Subsequently, the 
focal stimulating electrode was moved to locate the 
optimal stimulation site that corresponded to the site of 
recording. Recordings were amplified, passively filtered 
(bandpass = 0.8 Hz- 10 kHz), and displayed on an analog 
storage oscilloscope or recorded on FM tape (bandwidth 
= DC to 2 kHz) for off-line display and analysis. 
Corticospinal latencies were measured from the start of 
the stimulus artifact to the earliest positivity. 

Pentylenetetrazol (Metrazol, 100 mg/ml) was topically 
applied to the cortical surface in two rats in order to 
increase cortical excitability and thereby enhance the I 
activity. In one of these rats, gallamine triethiodide (12 
mg/kg i.v.) was given to eliminate contamination of the 
recordings by EMG activity. In two rats, the neocortex 
within 2 mm of the cortical stimulating location was 
removed by aspiration and stimuli were applied to the 
underlying white matter (internal capsule). The electrode 
location for recording corticospinal responses within the 
medullary pyramid was confirmed by histological local- 
ization of an electrolytic lesion (50 juA, 10 s). 

Focal electrical stimulation of motor cortex produced 
clear D corticospinal discharges in all rats. The evoked I 
activity was considerably more diffuse than the relatively 
discrete I-waves normally recorded from cats and mon- 
keys 1,11 . Fig. 1 (top) shows typical corticospinal re- 
sponses to focal anodal (4.0 raA) stimulation of the 
contralateral motor cortex. A large initial wave (latency 
= 1.2 ms) is followed bV a smaller more complex wave 




Fig. 1. The effect of neocortical aspiration on corticospinal 
responses to focal anodal stimulation of motor cortex. Five 
superimposed sweeps recorded before (top) and after (bottom) 
removal of motor cortex, recorded killed-end from the cervical 
spinal cord at Cj-G,. The D- and F-waves are labelled. Except 
where specifically noted, all recordings are killed-end. Negativity is 
up in ail figures. 



(latency = 4.7 ms). The initial wave was identified as a 
D-wave because it persisted, without significant change in 
configuration, when white matter was stimulated after 
terminally removing motor cortex (Fig. 1, bottom). In 
contrast, the later wave was lost following the lesion, 
indicating that this later wave probably reflects transyn- 
aptic or indirect activation of corticospinal neurons. To 
test the possibility that the response identified as the 
D-wave might be contaminated by postsynaptic activity 
within the spinal cord or by activity in another descending 
pathway, corticospinal recordings were also taken from 
the medullary pyramid (Fig. 2). The similarity of the 
D-wave recorded from the medullary pyramid to that 
recorded from the cervical cord indicates that relatively 
uncontaminated killed-end corticospinal recordings can 




Fig. 2. The effect of motor cortical aspiration on pyramidal tract 
responses to focal anodal stimulation. Five superimposed responses 
to stimulation of the cortical surface before the lesiom(top) and to 
stimulation of the underlying white matter after removal of motor 
cortex (bottom). The recording location in the pyramid on the, left 
side is visible in the frozen section (50 /im) stained with Cresyl 
violet. 
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Fig. 3. The effect of a pentylenetetrazol-mduced increase in 
neocortical excitability on I activity. Five superimposed responses 
before (top) and after (middle) topical application of pentylenetet- 
razol to the motor cortex. All traces are superimposed (bottom) to 
facilitate comparison. 



be obtained from the dorsal columns. 

Prior to any cortical lesions, I -waves were always 
considerably smaller than the D-waves. Indirect cortico- 
spinal activity could, however, be enhanced by topical 
application of pentylenetetrazol to the cortex surround- 
ing the stimulating electrode (Fig. 3). Whereas there was 
no detectable change in the D~wave t even the earliest 
component of the indirect corticospinal response was 
enhanced by the drug. This is evidenced by the more 
rapid rising slope of the 1-wave (Fig. 3, middle and 
bottom). 

Corticospinal responses recorded from the spinal cord 
at Q-Qz for increasing intensities of focal anodal and 
focal cathodal stimulation are shown in Fig. 4. The 
threshold for the D-wave was always lower with anodal 
stimuli than with cathodal stimuli (anodal/cathodal: 
0.9/1.3, 0.6/1.0, 0.7/1.8 mA), although these differences 
were somewhat larger than those observed in monkeys 1 . 
The largest D-wave that we recorded in response to a 
2.0-mA anodal pulse was 650 /iV. Although more 
pronounced in the higher mammals 111 , the increased I 
activity with focal cathodal stimulation as compared to 
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Fig. 4. Corticospinal responses to increasing anodal and cathodal 
stimuli applied to the surface of motor cortex. Five traces super- 
imposed at each intensity. 



Fig. 5. Comparison of killed-end and surface recordings of corti- 
cospinal responses to focal anodal stimulation of motor cortex. Five 
traces superimposed. 



focal anodal stimulation is also apparent in the rat. 

The latency to the onset of the D-wave recorded at 
Cj~C 2 was 1.0-1.2 ms. Over a conduction distance of 20 
mm estimated from gross measurements on the removed 
brain, these latencies yielded an average conduction 
velocity of about 18 m/s for the fastest corticospinal fibers 
contributing to the D-wave. The duration of the D-wave 
was typically as long as 3 ms. Allowing 0.5 ms for the 
duration of the action potential, the slowest fibers 
contributing to the D-wave conducted at about 5 m/s. In 
most of our killed-end recordings, the D-wave had one or 
more 'notches', presumably the result of activity in 
relatively discrete subgroups of corticospinal fibers 
(based on their conduction velocities). 

The differences between a killed-end recording and 
the corresponding recording from the surface of the 
spinal cord are illustrated in Fig. 5. In the surface 
recording (top traces), the D-wave is diphasic (positive- 
negative) with a peak-to-peak amplitude of only 30 /*V, 
i.e. less than l/20th the amplitude of the D-wave seen in 
the killed-end recordings (bottom traces). Note that the 
polarity change in the surface recording corresponds to 
the rising phase of the killed-end response. Whereas the 
small D-wave was readily detected in individual surface 
responses, there was virtually no indication of any I 
activity in such recordings. 

The pattern of corticospinal activity in the rat differs 
substantially from that of cats and monkeys 1 11 in several 
ways: (1) the D-wave is much longer in duration in the 
rat, (2) the 1-wave in the rat lacks the periodicity seen in 
cats and monkeys, and (3) the D to I interval in the rat 
is much longer than the interval found in the higher 
mammals. The long duration D-wave in the rat is 
consistent with the broad distribution of moderate-sized 
fibers within the rat corticospinal tract 4 . The wide range 
of conduction velocities of rat corticospinal fibers could 
contribute to the apparent lack of periodicity in the 
I-wave as well. Repetitive discharges in individual corti- 
cospinal fibers would be obscured if the 'size-principle' 7 
were applied to the transynaptic activation of cortico- 
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spinal neurons. The smaller neurons with lower conduc- 
tion velocities would be indirectly activated more easily 
than the larger, faster units. Recordings from single 
corticospinal units are required to determine if this is the 
correct explanation for the appearance of the I-wave in 
the rat. 

In addition to its more diffuse pattern of I activity, the 
rat corticospinal response differs from that of cats and 
monkeys by having a much longer D to I interval. 
Measuring about 3.5 ms from the start of the D-wave to 
the start of the I-wave, this interval is approximately 
twice that found in cats and monkeys. Since the D to I 
interval in cats appears from intracellular recordings to 
reflect a monosynaptic delay 12 , possible explanations for 
the long D to I interval in the rat include: (1) an increased 
monosynaptic delay, and (2) two or more synapses 
between the stimulated presynaptic fiber and the corti- 
cospinal neuron. A small excitatory interneuron 3 inter- 
posed between an excited presynaptic fiber and a 
corticospinal neuron would lengthen the rat D to I 
interval, paralleling the increased delay for the inhibitory 
postynaptic potential (IPSP) in the cat 12 . (The increased 
delay for the IPSP was attributed to the difficulty of 
directly exciting a small inhibitory interneuron by an 
external electric field.) If the first I discharge were, in 
fact, mediated disynaptically, the additional temporal 
dispersion of unit responses would also contribute to the 
diffuse pattern of I activity seen in the rat. Although the 
rat brain has been widely studied, we know of no 
evidence for prolonged synaptic delays in the rat cortex. 
We favor, therefore, the notion of multiple synapses 
contributing to the re-excitation of corticospinal neurons, 
but whatever the explanation for the prolonged D to 1 
interval in the rat, it is clear that I activity is not 

1 Amassian, V.E., Stewart, M., Quirk, GJ. and Rosenthal, J.L., 
Physiological basis of motor effects of a transient stimulus to 
cerebral cortex, Neurosurgery, 20 (1987) 74-93. 

2 Brown Jr., L.T., Projections and termination of the corticospinal 
tract in rodents, Exp. Brain Res., 13 (1971) 432-450. 
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Worden, G. Adelman and S.G. Dennis, (Eds.), The Organiza- 
tion of the Cerebral Cortex, MIT Press, Cambridge, 1981, pp. 
125-152. 

4 Dunkerley, G.B. and Duncan, D., A light and electron 
microscopic study of the normal and the degenerating cortico- 
spinal tract in the rat, J. Comp. Neurol., 137 (1969) 155-184. 

5 Elger, C.E., Speckmann, E.-J., Caspers, H. and Janzen, 
R.W.C., Cortico-spinal connections in the rat. 1. Monosynaptic 
and polysynaptic responses of cervical motoneurons to epicor- 
tical stimulation, Exp. Brain Res., 28 (1977) 385-404. 

6 Fehlings, M.G., Tator, C.H., Linden, D. and Piper, I.R., Motor 
and somatosensory evoked potentials recorded from the rat, 
EEG Clin. NeurophysioL 69 (1988) 65-78. 



detectable at Cj-^ before about 4.5 ins. Consequently, 
we question the interpretation of Fehlings et al. 6 who 
identified peaks in recordings from thoracic cord, all with 
latencies less than 4 ms. as T-waves'. 

Our estimate of the conduction velocity (18 m/s) of the 
fastest corticospinal fibers in the rat agrees well with the 
value reported for rats by Mediratta and Nicoll 10 , but is 
less than 1/3 the velocity found in cats and monkeys. A 
similar conduction velocity (22 m/s) was derived from the 
Hursh factor 3 along with measurements of the largest 
corticospinal fiber diameters in the rat 4 . It is unclear what 
accounts for the three-fold higher estimates reported for 
the rat by others 5,6 , but activity in reticulospinal fibers, 
which appear to conduct at high velocities 13 may account 
for the very early components of the 'corticospinal' 
responses used in their estimates of conduction velocity. 

Recordings of population corticospinal responses pro- 
vide a distinct advantage over electromyographic (EMG) 
recordings for assessing long tract damage in the spinal 
cord. A small reduction in the corticospinal response, 
resulting from a decrease in stimulus intensity or cryo- 
genic blockade of conduction in corticospinal fibers, can 
completely eliminate an EMG response 1 . Thus, the 
number of conducting corticospinal fibers is much more 
closely related to the size of the population killed-end 
response than to an EMG response which depends upon 
at least one synapse between the corticospinal neuron 
and the a-motoneuron. Unfortunately, in a chronic 
animal preparation, the effects of experimental trauma to 
the spinal cord can be longitudinally studied only by 
recording population responses from the spinal cord 
surface. However, our data indicate that killed-end 
recordings from the spinal tract should be used terminally 
to identify the components of the surface recordings. 

7 Henneman, E., Somjen, G. and Carpenter, D.O., Functional 
significance of cell size in spinal motoneurons, J. NeurophysioL , 
28 (1965) 560-580. 
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analysis of cortical stage of pyramidal tract activation, J. 
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MOTOR CORTEX AND PYRAMIDAL TRACT AXONS 
RESPONSIBLE FOR ELECTRICALLY EVOKED 
FORELIMB FLEXION: REFRACTORY PERIODS 
AND CONDUCTION VELOCITIES 

C. A. Chapman and J. S. Yeomans* 
Department of Psychology, University of Toronto, Toronto, Canada M5S 1A2 

Abstract— Double-pulse methods are used here to measure the refractory periods and conduction 
velocities of the pyramidal tract axons which cause forelimb flexion in pentobarbital anesthetized rats. In 
the refractory period experiments, conditioning and test pulses were delivered to the motor cortex, the 
ipsilateral internal capsule, or the ipsilateral pyramid, and the maximum force exerted by the contralateral 
forelimb was measured at various conditioning-test intervals. The movements increased as conditioning- 
test interval increased from 0.5 to 1.0 ms in pyramid sites, from 0.6 to L5 in internal capsule sites, and 
from 0.6 to 2.0 ms in surface cortical sites, suggesting longer refractory periods for the substrates at more 
rostral sites. In cortical sites, as the conditioning-test interval increased from 4.0 to 20.0 rns, the move- 
ments decreased gradually to the single-pulse level, suggesting decreasing temporal summation at longer 
conditioning-test intervals. 

In the collision experiments, when conditioning pulses were delivered to one site and test pulses to a 
second site, the movements increased at conditioning-test intervals that were longer by 0.5-1.3 ms than 
the refractory periods in either site. This suggests that collisions occurred between orthodromic and anti- 
dromic action potentials in the pyramidal tract axons responsible for the limb movement. The collision-like 
increase was greater between internal capsule and pyramid than between cortex and pyramid, or between 
cortex and internal capsule. The estimated conduction times were 0.9-1.5 ms between cortex and pyramid, 
0.4-0.8 ms between cortex and internal capsule, and 0.5-0.8 ms between internal capsule and pyramid. 
The range of conduction velocities, therefore, was quite narrow between all pairs (8.8-16.8 m/s). The 
largest pyramidal tract axons appear to be responsible for most of the force of forelimb flexion in 
pentobarbital anesthetized rats. 



The pyramidal tract has been the most exhaustively 
studied efferent pathway of the motor cortex in the 
rat) 3,sjo,2U4.33>44 but the relative contributions of fast 
and slower fibers to electrically evoked forelimb move- 
ments is not clear. The range of conduction velocities 
in pyramidal tract axons has been measured directly 
by observing the antidromic latencies of unit and 
population responses in motor cortex following 
stimulation of the pyramidal tract. 27,28 Antidromic 
latencies range predominantly between 0.9 and 
3.6 ms. 14,20,40 These studies indicate that conduction 
velocities of rat pyramidal tract axons range between 
approximately 4 and 16m/s, and that the large 
majority of axons conduct at velocities under 12 m/s. 

Much higher estimates of 60 and 67 m/s for the 
fastest conduction velocities in rat pyramidal tract 
axons have been obtained by stimulating the motor 
cortex and measuring the latency of unit and popu- 
lation fiber responses in the spinal cord. 8,9 Using 
similar methods, however, Stewart et al estimated 
conduction velocities which ranged between 5 and 
18 m/s, and suggested that the unusually fast con- 
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duction times observed in the earlier studies may have 
been due to recruitment of fast reticulospinal axons. 39 

Estimates of the number of non-myelinated axons 
in the rat pyramidal tract range from 53,000 to 
140,000, and the diameters of these fibers range 
between 0.05 and 1.21 ptm with a central tendency 
near 0.15 p. ll!3 - l8jy3 The diameters of the 100,000 
or so myelinated fibers in the adult can be as large 
as 4 or 5 but most are under 1 jzm. 3 ' 12,13,18 ' 22,23 

The importance of each of these different pyramidal 
tract populations to the evoked behavioral response 
is not yet determined. Although direct corricomoto- 
neuronal connections and fibers with the fastest 
conduction times likely play an important role in limb 
movement, 8 * 24 the quantitative contributions of slower 
conducting fibers have been more difficult to evaluate. 

Double-pulse stimulation is used here to estimate 
the refractory periods and conduction velocities of the 
axons mediating forelimb flexion evoked by stimula- 
tion of rat pyramidal tract. First, conditioning and 
test pulses are delivered via one electrode (Fig. 1, 
top). The number of action potentials doubles when 
the conditioning-test interval increases from below to 
above the refractory periods of the directly stimulated 
axons. Any response that is sensitive to a doubling 
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Fig. I. Refractory period and collision models. In the 
refractory period experiment (top), conditioning (C) and 
test (T) pulses are delivered through a single electrode. 
In the collision experiment (middle), conditioning pulses 
are delivered through one electrode (A) and test pulses 
are delivered through the second electrode (B), The total 
number of action potentials evoked in a bundle of axons 
in each experiment is shown schematically as a function of 
conditioning-test interval (bottom). N « number of axons. 
The conduction time between the two electrodes is estimated 
by subtracting the refractory period from the collision 
interval, 



in the number of action potentials will, therefore, 
increase as the conditioning-test interval increases 
from below to above the refractory periods. This 
method has been used to estimate the refractory 
periods of the axons responsible for many electrically 
evoked behaviors. 7 * 15,46,48,54,55 Since the refractory 
periods are estimated by the behavioral response, 
the importance of each refractory period group to 
the response is estimated. 

Next, conditioning pulses are delivered via one 
electrode and test pulses via the second electrode 
(Fig. 1, middle). 37,55 If the same axons are excited 
by both electrodes, then antidromic action potentials 
from the downstream electrode will collide with ortho- 
dromic action potentials from the upstream electrode 
at short conditioning-test intervals. A doubling in the 
number of action potentials in the axons excited by 
both electrodes will occur when the conditioning-test 
interval is increased to above the collision intervals 
of the axons. If the response is due to continuous 
axons passing between the two electrodes, an increase 



in response intensity is observed as conditioning-test 
interval is increased from below to above the collision 
interval (Fig. 1, bottom). 

In this experiment, then, the refractory periods 
of the substrates mediating forelimb flexion were 
measured in motor cortex, internal capsule and 
pyramid. Collision tests were also performed and the 
conduction times between these sites were estimated 
by subtracting the refractory periods from the col- 
lision intervals. The results indicate that the fastest 
pyramidal tract axons produce most of the forelimb 
flexion response. Part of this work has been presented 
previously. 50 

EXPERIMENTAL PROCEDURES 

The monopolar stimulating electrodes were stainless steel, 
and insulated with Epoxylite. The hemispherical exposed 
tips were 60 /*m in diameter in pyramid or internal capsule, 
and 100 /im in diameter in cortex. The ground electrode was 
attached to an ear bar of the stereotaxic instrument. 

Male rats (Long-Evans, Charles River) weighing between 
298 and 511 g were anesthetized with 60mg/kg sodium 
pentobarbital i.p. and with 0.1 cc atropine sulphate. To 
maintain anesthesia level, a steady dose of 0.133 mg/min 
of sodium pentobarbital was infused i.v. via a Harvard 
Apparatus compact syringe pump, Model 975, 32 or in a few 
animals, by 10% i.p. booster doses. 

The head of the animal was placed in a stereotaxic 
instrument and the body supported in the horizontal plane. 
The body temperature of the animal was monitored with 
an internal probe and maintained near 37°C with a heating 
pad. Warmed mineral oil was applied to the exposed dura. 
A thin wire was wrapped snugly around the wrist of the 
forelimb and connected via a length of 2-3 cm to a Grass 
Force/Displacement transducer (Model no. FT.03, isometric) 
placed below the wrist. The elbow was set at an angle of 
about 90°, so that elbow flexions would raise the transducer 
beam vertically. The elbow was not fixed in place, however. 
Although elbow flexions appeared to account for most of 
the force, shoulder movements also contributed to the 
response in many cases. These vertical wrist movements are, 
therefore, simply called "forelimb flexions". The transducer 
responses and constant current stimuli were monitored on a 
Tektronix 5223 digital oscilloscope. The peak displacement 
of the voltage signal in the 50 ms following the stimulation 
was measured. 

The electrodes in cortex were placed near the large repre- 
sentation of the contralateral forelimb in motor cortex,"' 26 
usually about 1.5-2.5 mm lateral to the midline at bregma. 
Only sites where reliable contralateral wrist displacements in 
the vertical direction could be evoked were studied further. 
After locating an effective cortical site, a second electrode 
was placed in the internal capsule or pyramid. Alternatively, 
electrodes were placed in the internal capsule and pyramid. 

A Grass S88 stimulator delivered monophasic pulses of 
0.2 ms duration through constant-current photoelectric 
stimulation-isolation units. Cathodal stimuli were applied 
to pyramid (40-520 //A) and internal capsule sites (110- 
360 p A). Epidural anodal stimuli (500-6000 \l A) were 
applied to the motor cortex. 17 

Refractory period experiments 

Stimuli were delivered as trains of four single pulses, 
each pulse spaced by 5 ms, or as four paired pulses (four 
conditioning and four test pulses) with the conditioning 
pulses spaced by 5 ms and the test pulses presented at a 
conditioning-test interval in the range from 0.3 to 2.5 ms. 
To begin, the vertical electrode placement and current level 
was set so that the single-pulse condition would evoke a 
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response amplitude of roughly 5 g. Then, a conditioning- 
test interval was chosen at random and the response was 
measured. A period of at least 20 s without stimulation 
preceded each trial. All conditioning-test intervals and at least 
two single-pulse trials were tested in this way to generate a 
complete replication {n - I). Several such replications were 
completed in at least four different rats for each electrode 
orientation. In addition, in five cortical sites, only one 
conditioning pulse and one test pulse were delivered at 
conditioning-test intervals of 0.3-20 ms. 

Previous refractory period studies have shown that 
response amplitude measures can be limited by floor and 
ceiling effects. 46 Floor effects occur when some action 
potentials are evoked in a response-relevant pathway, but 
no response is elicited. Ceiling effects occur when the magni- 
tude of a strong behavioral response is not increased when 
the number of action potentials evoked is increased. Thresh- 
old measures, especially frequency threshold measures, are 
therefore theoretically preferable. 46 Single-pulse response 
levels of forelimb flexion were chosen so that neither floor 
nor ceiling effects were apparent in the range of evoked 
response amplitudes studied, i.e. response levels increased 
smoothly as the number of stimulation pulses increased from 
four to eight. To compare between different sites, response 
amplitudes were then normalized, as described in the results 
section. 

Collision experiments 

In the collision experiments, four conditioning pulses 
were delivered to one site and four test pulses were delivered 
to a second site, with conditioning-conditioning intervals 
of 5.0 or 10.0 ms and conditioning-test intervals that varied 
from 0.3-2.5 or 5.0 ms. Collision tests were performed 
between cortex and internal capsule, cortex and pyramid, 
and internal capsule and pyramid. Only collision tests be- 
tween cortex and pyramid required the use of conditioning- 
conditioning intervals of 10.0 ms. For each combination of 
sites, separate collision tests were conducted in which the 
electrode to which conditioning and test pulses were deliv- 
ered was reversed. In cortical sites epidural anodal stimu- 
lation was used for collision tests, while in internal capsule 
and pyramid sites cathodal stimulation was delivered. The 
currents were set at each site so that responses of roughly 5 g 
were obtained in single-pulse tests. Also, the response had 
to increase reliably by at least 2 g as the conditioning- 
test interval was increased from 0.3 to 2.0 ms before 
systematic testing began. 

Conduction time estimates 

Because the sites to which conditioning and test pulses 
were delivered were reversed in separate collision tests, it 
was possible to measure conduction times in both 
orthodromic and antidromic directions to test for sym- 
metry in the collision data. When conditioning pulses are 
delivered to a rostral site and test pulses are delivered to a 
more caudal site (e.g. Fig. I, middle), the collision interval 
is equal to the orthodromic conduction time between the 
electrodes plus the refractory period at the caudal site 
where the test pulses were delivered. Alternatively, when 
conditioning-test pulses are delivered to a caudal site the 
collision interval begins at conditioning-test intervals greater 
than the antidromic conduction time between the two 
electrodes plus the refractory period at the rostral site. To 
determine conduction times the refractory period for the site 
where test pulses were delivered was subtracted from the 
collision interval. 

The difference between collision curves and refractory 
period curves was determined using the methods of Yeomans 
and Linney. 31 Since collision occurs in only some of the 
axons, while refractoriness occurs in all axons which fire, 
a problem results when attempting to compare the two 
curves: which part of the refractory period curve should the 
collision curve be compared with? Two methods were used 



for comparing refractory period and collision curves. First, 
the collision curves were matched to the initial rise in the 
refractory period curves by "zeroing" the collision curves 
(e.g. see Fig. 6). This was done by subtracting a zeroing 
constant from all normalized response amplitudes. The 
zeroing constant was the mean of all scores at conditioning- 
test intervals from 0.3 to 0.6 ms. Use of the zeroing method 
assumes that the axons producing collision are the axons 
with the shortest absolute refractory periods, and, indeed, 
short absolute refractory periods are correlated with low 
thresholds and fast conduction velocities. 29,41 This method, 
however, yields estimates of conduction velocity that are too 
low, since axons will not be recruited strictly in order of their 
refractory periods because the location of axons relative to 
the electrode is critical to the order of recruitment. 

Second, in order to match the collision curves to the 
entire range of the refractory period curves, the response 
amplitudes for the zeroed curves were divided by the highest 
score at long conditioning-test intervals. Use of the 
"stretching 1 ' method assumes that the axons producing 
collision are an unbiased sample of the axonal population 
stimulated in refractory period tests, such that they have the 
same thresholds and absolute refractory periods. The axons 
producing collision cannot be an unbiased sample, though, 
because low threshold axons are more likely to be excited 
by both electrodes and to show collision. 51 The stretching 
method, therefore, yields estimates of conduction velocity 
which are too high. As the amount of collision which is 
observed increases, the estimates obtained from the zeroing 
and stretching methods converge. When incomplete collision 
is observed, however, the true range of conduction velocities 
must fall between the estimates obtained from the two 
methods, so that the average of the estimates obtained with 
the two methods is more accurate than either estimate alone. 

The conduction times were measured at 20, 50 and 
80% of the amplitude range of both zeroed and stretched 
collision curves to yield measures of the fastest, average, and 
slowest fibers, respectively. 51 For both zeroing and stretch- 
ing methods, the orthodromic and antidromic conduction 
times were averaged at each of the three levels. The three 
conduction time estimates obtained using the zeroing pro- 
cedure were then averaged with the three estimates obtained 
using the stretching procedure. 

Conduction distances for the calculation of conduction 
velocities between sites were measured from the locations 
of electrodes along the length of the curved path from the 
motor cortex at bregma, through the internal capsule and 
pyramidal tract. 31 

Histology 

Electrode tracts through the medulla were examined 
in Thionin-stained brain sections from eight rats where 
evidence of collision was obtained. In all eight, the 
behaviorally effective electrode tracks were found to pass 
through the pyramid (range, 9.8-1 1.3 mm posterior to 
bregma, and 0.24-0.84 mm lateral to the midline). All eight 
behaviorally effective electrode tracks through the dienceph- 
alon were found between 3.1 and 3.8 mm behind bregma, 
between 2.6 and 3.3 mm lateral to the midline and 7.8- 
8.6 mm ventral to the bregma-Jambda line, all within the 
borders of the internal capsule. 31 Histological analyses of 
the cortical placements were not performed. 

RESULTS 

Pyramid stimulation 

In preliminary mapping studies, startle-like bilateral 
movements of shoulders and limbs were evoked 2 mm 
dorsal to the pyramids. 6,54 Ipsilateral forelimb flexions 
were evoked near the pontine-medullary border 
immediately dorsal and lateral to the pyramid. The 
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Fig. 2. The peak amplitude in grams of the forelimb flexion response following stimulation of the pyramid 
is shown as a function of conditioning-test (C-T) interval in the refractory period experiment. Each line 
represents the mean of two to nine observations at each conditioning-test interval obtained from a single 
stimulation site. SP indicates mean response amplitudes observed in each site in the single pulse condition 
where conditioning pulses were delivered without test pulses. 



lowest threshold contralateral forelimb flexions were 
obtained in the middle of the pyramid (0.3-1 .0 mm 
lateral) at currents of 40-100 fiA. 

A minimum of two or three pulses was required 
to evoke a contralateral response at currents below 
500 ix A, as reported previously by Bannister and 
Porter. 1 For double-pulse studies, therefore, four 
pulse pairs were delivered. Currents of 40-400 /*A 
were used, with most in the 40-70 /xA range. 

At conditioning-test intervals of 0.3 and 0.4 ms, 
the observed responses were almost identical to the 
responses observed in single-pulse conditions. As 
conditioning-test interval increased from 0.5 to L0 ms, 
response amplitudes increased sharply. As condition- 
ing-test interval increased from 1.0 to 2.5 ms, response 
amplitudes increased very little. This overall pattern 
was seen in all nine rats (Fig. 2). 

The difference between single-pulse and peak 
double-pulse responses varied considerably in different 
animals. At conditioning-test intervals above 1.0 ms, 
the test pulses increased the response over single- 
pulse levels by as little as 118% in one site, and by 
as much as 453% in another site. For the purposes of 
comparing across animals, the data were normalized 
so that the mean single-pulse response (R^) for each 
replication was taken as 0 and the peak response (R p ) 
for that replication at any conditioning-test interval 
above 0.4 ms was taken as 1.0, using the formula: 



Normalized response amplitude = 



Rp Rsp 

where is the response at a given conditioning-test 
interval. Setting R p at conditioning-test intervals 
above 0.4 ms was done so that refractory period data 
would not be altered by local potential summation 
effects at conditioning-test intervals of 0.3 and 0.4 ms, 
which are site-dependent. 46 The mean normalized 
response amplitudes at each conditioning-test interval 
are shown in Figs 3-5. 



Figure 3A shows the means and standard errors of 
normalized response amplitude at each conditioning- 
test interval in nine pyramid sites, one site per rat 
(n e 44 at all conditioning-test intervals except 
0.3, 0.5, 1.2 ms, where n=24). The normalization 
procedure greatly reduced the standard errors. The 
scores were not markedly different from the single- 
pulse level at conditioning-test intervals from 0.3 
to 0.5 ms, rose steeply as conditioning-test intervals 
increased from 0.5 to 1.0 ms, and rose only slightly at 
longer conditioning-test intervals. The highest mean 
scores were always below 1.0 because R p occurred at 
different conditioning-test intervals in different tests. 

Internal capsule stimulation 

The currents required to evoke reliable responses in 
internal capsule sites varied from 120 to 360 ii A using 
four pulses at conditioning-conditioning intervals of 
5 ms. A minimum of two pulses was required for a 
response. When test pulses were added (Fig. 3B), 
the normalized response amplitudes declined to close 
to single-pulse levels as conditioning-test intervals 
increased from 0.3 to 0.5 ms. At conditioning-test 
intervals shorter than the refractory periods, local 
potential summation can add action potentials. 7,48 ' 52 
That is, in neurons not quite excited by the condition- 
ing pulses, conditioning pulses can evoke subthreshold, 
local potentials that decay within a few tenths of a 
millisecond. When test pulses are presented before the 
decay is complete, summation may occur, resulting in 
additional action potentials. In Fig. 1 (bottom) the 
added excitation due to local potential summation is 
shown as a declining dashed curve at conditioning- 
test intervals inside of the refractory period. 

The scores increased sharply as conditioning-test 
intervals increased from 0.6 to 1.5 ms (n=35 at 
all conditioning-test intervals except 1.2 ms where 
n = 24). As compared to pyramid sites, the rise in 
scores in internal capsule sites occurred at condition- 
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Fig. 3. Normalized response amplitudes for refractory period experiments are shown as a function of 
conditioning-test (C-T) interval. AH responses are shown as a proportion of the maximum increase in 
the response above the single-pulse condition. Bars indicate standard errors of the mean. (A) In pyramid 
sites, the recovery from refractoriness occurred mainly at conditioning-test intervals from 0.5 to 1.0 ms. 
These normalized data are based on the raw data shown in Fig. 2. (B) In internal capsule sites, the recovery 
from refractoriness occurred at conditioning-test intervals of 0.6-1.5 ms. (C) In motor cortex sites, the 
recovery from refractoriness occurred at conditioning-test intervals from 0.6 to 2.0 ms. 



ing-test intervals that were longer by about 0.1 ms 
over most of the curve. 

Motor cortex stimulation 

In motor cortex sites, the currents required to 
evoke reliable responses following a four-pulse train 
of epidural anodal stimulation ranged from 1080 to 
2500 fi A. Although only one pulse was required 
to produce a forelimb flexion in cortical sites, four 
pulse-pairs were used in most sites to be comparable 
to the studies of the internal capsule and pyramid. 
Stimulation with only one pair was used in five 
cortical sites primarily to test the effects of stimulating 
at long conditioning-test intervals. 



When four pairs of pulses were delivered the norm- 
alized response amplitude declined at conditioning- 
test intervals from 0.3 to 0.6 ms. Normalized response 
amplitudes were much higher on average and much 
more variable in cortex sites at these short condition- 
ing-test intervals than in either internal capsule or 
pyramid sites, consistent with greater local potential 
summation. 

Response amplitudes rose at amdiforiing-test inter- 
vals from 0.6 to 2.0 ms when pulses were delivered to 
the cortex, suggesting that these substrates include 
populations of cells with longer refractory periods 
in cortex than in either of the pyramidal tract sites 
(Fig. 3). 
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Stimulation of Cortex with One Pulse-pair 




0.0 5.0 10,0 15.0 20.0 



C-T Interval (ms) 

Fig. 4. Epidural stimulation of cortex sites using only one anodal pulse pair. The recovery occurred at 
conditioning-test (C-T) intervals from 0.5 to 4.0 ms, and the effect of the test pulses gradually declined 
at conditioning-test intervals longer than 4.0 ms. 



When only one anodal pulse-pair was delivered to 
the dura surface, currents from 1220 to 6000 A 
were required, with 6000 fiA required in two of five 
sites (n = 12-14). At conditioning-test intervals from 
0.6 to 2.5 ms, the results (Fig. 4) were similar to the 
four-pulse pair experiment (Fig. 3). Scores increased 
slightly between conditioning-test intervals of 2.5 
and 4.0 ms. As conditioning-test intervals increased 
from 4.0 to 20 ms, normalized response amplitudes 
decreased steadily in a curve that is closer to linear 
than exponential The test pulses were completely 
ineffective at a conditioning-test interval of 20 ms: 
Two separate movements were observed, so that the 
maximum response was no greater than the response 
to a single pulse. 

Collision experiments 

When the conditioning and test pulses were deliv- 
ered via separate electrodes, the results were different 
from the single-electrode results in three ways for 
all six collision tests (Fig. 5). First, there were no 
reliable changes in normalized response amplitudes 
at conditioning-test intervals from 0.3 to 0.6 ms. The 
normalized response amplitudes at these conditioning- 
test intervals were reliably greater than the single-pulse 
level, however. Second, the rises occurred at condition- 
ing-test intervals that were longer than in the refrac- 
tory period experiment by 0.5 to 1.3 ms. Third, the 
normalized response amplitudes were near maximum 
at the longest conditioning-test intervals (which were 
2.0 and 2.5 ms, except for the tests between cortex 
and pyramid, where the scores were near maximum at 
conditioning-test intervals from 2.5 to 5.0 ms). These 
results are all consistent with the axonal collision 
model of Shizgal et al? 1 

The greatest increase in normalized response am- 
plitude (about 0.67) occurred when testing between 
internal capsule and pyramid (Fig. 5A). All scores 
were between 0.15 and 0.30 at conditioning-test 
intervals from 0.3 to 1.0 ms, and all scores were 
between 0.80 and 0.88 at conditioning-test intervals 
of 2.0 and 2.5 ms. Sharp increases occurred as con- 



ditioning-test intervals increased from 1.0 to 2.0 ms, 
with 0.50 of the rise occurring as conditioning-test 
intervals increased from 1.0 to 1.5 ms. Therefore, 
most of the collision effect is due to axons with 
a narrow range of conduction velocities. The two 
collision curves rose at very similar conditioning-test 
intervals except for small differences at conditioning- 
test intervals between 0.5 and 1.0 ms. 

In collision tests between cortex and internal 
capsule (Fig. 5B), the rise in normalized response 
amplitude was about 0.44 at conditioning-test inter- 
vals from 0.8 to 2.0 ms. At conditioning-test intervals 
from 0.3 to 0.8 ms, all scores were between 0.4 and 
0.5, suggesting incomplete collision. The rise occurred 
at slightly longer conditioning-test intervals when the 
conditioning pulses were presented to the internal 
capsule and the test pulses were presented to the cortex 
( 1 .0-2.0 ms), than when the conditioning pulses were 
presented to the cortex and the test pulses to the 
internal capsule (0.8-1.5 ms). The resulting difference 
in collision intervals of 0.2 to 0.35 ms was approxi- 
mately equal to the difference in the refractory 
periods of the two sites. 

When testing between cortex and pyramid, the 
normalized response amplitudes were between 0.20 
and 0.40 at all conditioning-test intervals of 1 .0 ms 
and shorter, but near 0.80 at all conditioning-test 
intervals 2.5 ms and longer (Fig. 5C). Therefore, 
normalized response amplitudes increased by about 
0.53 on average at conditioning-test intervals of 1.0 
to 3.0 ms. Recovery occurred at shorter conditioning- 
test intervals (1.0-2.5 ms) when the conditioning 
pulses were delivered via the cortical electrode, than 
when the conditioning pulses were presented via the 
pyramid electrode (1.5-3.0 ms). The approximately 
0.4 ms difference in the collision intervals is similar 
to the difference in the refractory periods of the two 
sites. 

Therefore, the collision effect was greater between 
the two pyramidal tract sites, than between the cortex 
and the internal capsule or between the cortex and 
the pyramid. Also, the collision effect was more 
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Fig. 5. Collision experiment results. Increases in normalized response amplitude occurred at longer 
conditioning-test (C-T) intervals (1.0-2.5 or 3.0ras) in the collision experiments than in the refractory 
period experiments. (A) Collision between internal capsule and pyramid sites. "IC-Py" indicates results 
obtained when C pulses were delivered to the internal capsule and T pulses were delivered to the pyramid 
(eight sites, n « 30). "Py-IC" indicates the delivery of conditioning pulses to the pyramid and test pulses 
to the internal capsule (seven sites, n = 23). (B) Collision between cortex and internal capsule sites (three 
sites, n - 10 for both curves). "Cx-IC" indicates delivery of conditioning pulses to the cortex and test 
pulses to the internal capsule. "IC-Cx" indicates delivery of conditioning pulses to the internal capsule 
and the test pulses to the cortex. (C) Collision between cortex and pyramid sites. "Cx-Py" indicates that 
conditioning pulses were delivered to the cortex and test pulses to the pyramid (nine sites, n = 32 except 
at conditioning-test intervals 2.5 and above where n m 22). "Py-Cx" indicates delivery of conditioning 
pulses to the pyramid and test pulses to the cortex (five sites, n = 18). In collision tests involving 
stimulation of cortical sites, the collision intervals were longer when test pulses were delivered to the cortex 
than when they were delivered to the pyramidal tract sites. 



symmetrical between internal capsule and pyramid 
than between the cortex and either of the pyramidal 
tract sites. The asymmetries in the collision effects 
involving the cortex were in the same direction: i.e. 
the collision curves rose at shorter conditioning-test 
intervals when the conditioning pulses were delivered 
to the cortex than when the conditioning pulses were 
delivered to a pyramidal tract site. 



Conduction time estimates 

The conduction times were estimated using the 
method of Yeomans and Linney. 51 As shown in 
Fig. 6, the collision curves were first "zeroed" to 
match the initial rise in the refractory period data, 
and then "stretched" to span the entire range of the 
stretched refractory period curves (see Experimental 
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Estimation of Conduction Times 



Response 
Amplitude 
Range 




-0.2 -t 1 1 1 1 1 r~ 

0.0 0.5 1.0 1.5 2.0 2.5 3.0 



C-T Interval (ms) 

Fig. 6. An example of the procedure used for the estimation of conduction times. The collision data 
obtained between cortex and pyramid (see Fig. 5C) have been zeroed and stretched for comparison with 
the stretched refractory period data from the cortex (Cx) and the pyramid (Py). See Fig. 3, and the text 
for details. The labeling convention is the same as that used in Fig. 5. Conduction times were estimated 
according to the model in Fig. I by subtracting the refractory periods from both the stretched and zeroed 
collision intervals at 20, 50 and 80% of the response amplitude range. For each collision curve, the 
refractory period obtained from the site to which the test pulses were delivered was subtracted from the 
collision curve because it is this site which must recover from refractoriness before both conditioning and 
test pulses can result in behaviorally effective action potentials. 



Procedures). Estimates of conduction time were taken 
at 20, 50 and 80% of the peak rise of both zeroed and 
stretched collision curves in both orthodromic and 
antidromic directions. Within the stretched and zeroed 
data, the orthodromic and antidromic conduction 
times were very similar, consistent with the symmetric 
conduction of action potentials in axons (Table 1), 
For each combination of sites, the largest average 
of orthodromic and antidromic conduction times 
was always obtained from zeroed data at 80% of 



the response range. The shortest average conduction 
times were always obtained from stretched data at 
20% of the response range. These averages of ortho 
dromic and antidromic conduction times at each level 
form the basis of estimates of the range of conduction 
times between sites. Conduction time and conduction 
velocity estimates based on averages of the stretched 
and zeroed data at each level were also computed, 
and provide estimates of mean conduction times for 
the fastest, medium, and slowest fibers (Table 1). 



Table 1. Conduction time and conduction velocity estimates 






Stretched 






Zeroed 




CV 




Ortho. 


Anti. 


Mean 


Ortho. 


Anti. 


Mean 


(m/s) 


A. IC-Py 
















80% 


0.65 


0.53 


0.59 


0.88 


0.79 


0.84 


11.7 


50% 


0.61 


0.55 


0.58 


0.73 


0.62 


0.68 


13.2 


20% 


0.58 


0.49 


0.54 


0.65 


0.51 


0.58 


14.8 


Mean 


0.61 


0.52 




0.75 


0.64 




13.2 


B. Cx-IC 
















80% 


0.36 


0.17 


0.27 


0.72 


0.88 


0.80 


13.2 


50% 


0.39 


0.34 


0.37 


0.55 


0.72 


0.64 


14.0 


20% 


0.35 


0.48 


0.42 


0.43 


0.60 


0.52 


14.9 


Mean 


0.37 


0.33 




0.57 


0.73 




14.0 


C. Cx-Py 














11.9 


80% 


1.14 


1.06 


1. 10 


1.44 


1.52 


1.48 


50% 


1.02 


0.88 


0.95 


1.16 


1.18 


1.17 


14.4 


20% 


0.84 


0.98 


0.91 


0.90 


1.08 


0.99 


16.1 


Mean 


1.00 


0.97 




1.17 


1.26 




13.9 



Conduction time and conduction velocity (CV) estimates were obtained from each of 
the three electrode configurations at 80, 50, and 20% of the response amplitude range 
for collision data that were both zeroed and stretched as in Fig. 6 (see text for details). 
Results are shown for electrode placements in internal capsule and pyramid (IC-Py), 
cortex and internal capsule (Cx-IC), and cortex and pyramid (Cx-Py). "Ortho.'* 
indicates orthodromic conduction times between the electrodes estimated from data 
in which C pulses were delivered to the rostral site, "Anti." indicates antidromic con- 
duction times estimated from data in which C pulses were delivered to the caudal site. 
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Between internal capsule and pyramid sites, 
conduction times averaged between 0.54 and 0.84 ms 
at all levels. The conduction distances were estimated 
to range between 7.5 and 9 mm with an average of 
8.3 mm. This results in conduction velocity estimates 
which range between 9.9 and 15.4 m/s. Between 
cortex and internal capsule, the estimated conduction 
times ranged between 0.42 and 0.80 ms. At an esti- 
mated conduction distance of 7.0 mm, conduction 
velocity estimates ranged between 8.8 and 16.7 m/s. 
Between cortex and pyramid, the estimated con- 
duction times were 0.91-1 .48 ms. For an estimated 
conduction distance of 15.3 mm, conduction velocity 
estimates were 10.3-16.8 m/s. The estimated conduc- 
tion times bewteen the cortex and internal capsule, 
and between the internal capsule and pyramid sum 
to closely match the estimated conduction times 
between cortex and pyramid sites. In addition, the 
ranges of estimated conduction velocities obtained 
for each set of sites were very similar. 

Comparisons of conduction times and electromyograph 
latencies 

A more conventional way of estimating conduction 
times is by comparing electromyograph (EMG) 
latencies. We have compared these behaviorally 
estimated conduction times with latencies for biceps 
EMG activity in several animals following stimula- 
tion of the cortex, internal capsule and pyramid. This 
method of estimation is confounded in the rat pyra- 
midal tract by the requirement that two stimulating 
pulses must be delivered to the pyramid or internal 
capsule, while only one pulse is required in cortex. 
Conduction times based on latency differences between 
cortex and internal capsule or pyramid were usually 
negative, therefore, and we did not find a useful way 
of relating biceps EMG latencies from cortex to those 
of pyramidal tract sites. EMG latency shortened with 
increasing current intensity, and asymptotic latencies 
for responses requiring more than one pulse ranged 
from 8.7 to 9.2 ms in pyramid and from 9.2 to 9.5 ms 
in internal capsule. High-threshold, bilateral, 4.3-ms 
latency responses could be evoked with one pulse 
in the pyramid at high currents, apparently due to 
stimulation of startle reflex pathways. 54 Differences in 
these latencies suggest conduction times of 0.3-0.5 ms 
between internal capsule and pyramid which are 
roughly similar to our shortest estimated conduction 
times using behavioral methods for these sites. 

DISCUSSION 

The collision model in Fig. 1 has been supported 
by several tests. First, single-unit recordings have 
shown that many directly stimulated units have 
refractory periods and collision intervals like the 
refractory periods and collision intervals estimated 
behaviorally using the collision model. 34,35 - 51,55 
Second, behaviorally estimated refractory periods 
and collision intervals have been shown to change 



when the parameters of conditioning and test pulses 
are varied in ways predicted by the properties of axon 
bundles, 4 ' 48 * 51 ' 52,53 Third, refractory period estimates 
correlate well with conduction time estimates in 
systems mediating self-stimulation and electrically 
evoked turning, 48 ' 55 consistent with the properties of 
axons. 29 * 41 

The forelimb movements observed here at various 
conditioning-test intervals changed in ways which 
are consistent with the axonal refractory period and 
collision models. The results support the idea that the 
refractory periods and conduction velocities of the 
pyramidal tract axons mediating forelimb flexion in 
rats can be estimated with this method. 

Pyramidal tract refractory periods 

The forelimb flexion responses observed here 
appear to result primarily from the recruitment of 
substrates in the pyramid. This is suggested by the 
low currents, contralateral responses and electrode 
sites in the middle of the pyramid. Since no cells or 
synapses are located in the pyramid, the responses 
must be due to recruitment of pyramidal tract axons, 
but not necessarily corticospinal axons. 

The increase in the responses as conditioning-test 
intervals increased from 0.5 to 1.0 ms, suggests that 
the pyramid axons mediating contralateral forelimb 
flexion in rats have refractory periods between 0.5 
and 1.0 ms. Because identical conditioning and test 
pulses were used, relative refractory periods may have 
contributed as well as absolute refractory periods. 47 - 51 
The minimal rise at conditioning-test intervals above 
1,0 ms, and the slight local potential summation at 
conditioning-test intervals of 0.3-0.4 ms, however, 
suggest that relative refractory period contributions 
were small. The short absolute refractory periods 
which are indicated suggest that moderate caliber 
myelinated axons mediate this response. 1629 ' 41 

Internal capsule refractory periods 

Again, the location of electrode tips and the low 
currents used suggest that internal capsule axons are 
the substrates for the observed responses, although 
some cells and synapses are found within the internal 
capsule at this level (especially the entopeduncular 
and subthalamic nuclei). The range of refractory 
periods observed in internal capsule sites (0.6-1.5 ms) 
was slightly longer than in the pyramid. This sug- 
gests that the substrates mediating forelimb flexion in 
these sites include some axons which have smaller 
diameters than those at the level of the pyramid. 

Cortical refractory periods 

The very high currents used for epidural stimu- 
lation of the motor cortex make it difficult to localize 
the substrates which mediated forelimb flexion in 
these sites. High currents were required to evoke 
responses that matched those which were evoked in 
internal capsule or pyramid at much lower intensities. 
Since the primary aim of this first double-pulse study 
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was to obtain a maximum of collision, spatial resolu- 
tion in cortex (which has been extensively studied in 
many previous works) was sacrificed. Consequently, 
striatal as well as distal cortical substrates are likely 
to have been stimulated by the high currents used. 

The sharp decline in the refractory period data 
at conditioning-test intervals from 0.3 to 0.6 ms is 
consistent with declining local potential summation 
in axons 52 (Fig, 3C). The speed of this decline in the 
behavioral data suggests that short time-constant 
substrates (about 0. 1 or 0.2 ms), such as axons, may 
be responsible for this effect. The time constants of 
cortical pyramidal cell bodies (3-15 ms in cats) 42 are 
much longer. The larger standard error bars at 
conditioning-test intervals of 0.3-0. 5 ms are consist- 
ent with the local potential summation interpretation 
of the sharp decline in response amplitude at these 
intervals. If an electrode is not placed in the center 
of the substrates which mediate an electrically evoked 
response, then more local potential summation will 
result because of the larger contribution of substrates 
in the "subliminal fringe". 46,52 This can result in large 
between-animal differences in local potential sum- 
mation due to the differing geometric distribution of 
substrates around the electrode. These factors should 
not contribute as strongly to variability in refractory 
period data, and standard error bars are much smaller 
in the refractory period range of conditioning-test 
intervals. 46 

The rise in the curves at conditioning-test intervals 
from 0.6 to 2.0 ms suggests that the substrates near 
motor cortex mediating forelimb flexion in rats have 
refractory periods between 0.6 and 2.0 ms (Fig. 3C). 
The results for one pulse-pair and four pulse-pair 
experiments at these conditioning-test intervals were 
very similar, so the rise at conditioning-test intervals 
between 0.6 and 2.0 ms is not frequency-dependent 
up to 200 Hz (i.e. the four-pulse experiment). It is 
more likely, then, that the fast rise from 0.6 to 2,0 ms 
is an axonal refractory period effect, rather than a 
synaptic summation effect. Relative refractory period 
effects, however, could contribute to a larger degree 
in the cortex and internal capsule than in pyramid 
sites. 

In the one pulse-pair experiment, a slight further 
rise occurred as conditioning-test interval increased 
from 2.5 to 4.0 ms (Fig. 4). Previous authors have 
shown that pyramidal tract neurons are activated 
both directly and synaptically, or "indirectly", by 
cortical stimulation. 19 ' 30 ' 39 The late rise in the one 
pulse-pair experiment may reflect recovery from 
synaptically elicited action potentials in cortex, 1 9,3049 
which occur at roughly this latency in rats. 39 

The directly stimulated substrates mediating 
electrically evoked limb movements in cortex could 
be interneurons, output neurons, or both. The collision 
data, and in particular, the symmetric conduction 
times, suggest that direct activation of pyramidal 
tract neurons is more important for the response we 
observed than synaptically elicited action potentials. 



Therefore, the later rise in the refractory period 
curves in cortex than in pyramidal tract sites is likely 
due to longer absolute and/or relative refractory 
periods of these output neurons in cortex compared 
to their distal axons in internal capsule and pyramid. 
Refractory periods that are still longer have been 
estimated behaviorally in awake rats for medial pre- 
frontal cortex and cingulate cortex sites mediating 
self-stimulation (1-8 ms), 3638 and in an tero medial 
frontal cortex sites mediating circling (0.6-4 ms). 43 

The declining effect of test pulses at long condition- 
ing-test intervals (4.0-20.0 ms) in the one pulse-pair 
experiment is attributable to declining temporal sum- 
mation in follower cells (perhaps spinal motoneurons). 
The decline in temporal summation occurred more 
slowly, and less exponentially than in the reticulo- 
spinal pathway mediating the startle reflex in rats 54 or 
the monosynaptic hindlimb stretch reflex in cats. 25 
This may reflect the additional contribution of extra 
synapses in the cortex or spinal cord. 8,26 

Fehlings et at. 9 have recorded evoked potentials 
in the sciatic nerve following two-pulse stimulation of 
the surface of the sensorimotor cortex of two rats. 
They found an electrical response to the test pulse 
beginning at conditioning-test intervals of 0.5 or 
0.6 ms and reaching a peak at a conditioning-test 
interval of 2.0 ms, similar to the present data. It is 
not clear whether their response was due entirely to 
the pyramidal tract, however, since the response was 
decreased but not eliminated by severing the dorsal 
columns, and the maximum conduction velocity of 
the D~wave response was 67 m/s. 

Collision experiments 

There was no evidence of local potential sum- 
mation at short conditioning-test intervals in any of 
the collision tests, consistent with the collision model 
of Fig. 1. The largest collision effects (65%) were 
obtained between internal capsule and pyramid sites 
suggesting that forelimb flexion responses are due 
mainly to continuous pyramidal tract axons which 
connect these two sites. The collision effects between 
motor cortex and either of the pyramidal tract sites 
were also large (44 and 53%), although smaller than 
between the two pyramidal tract sites (Fig. 5). This 
indicates that many, but not all, of the action 
potentials mediating forelimb flexion were blocked by 
collisions between these sites at short conditioning- 
test intervals. Therefore, axons which pass between 
cortex and internal capsule and between cortex and 
pyramid (most of these being the same axons) are 
responsible for much of the contralateral flexion 
evoked from either cortex or pyramidal tract sites. 

The failure to obtain complete collision is seen 
in the non-zero normalized response amplitudes at 
conditioning-test intervals from 0.3 to 0.8 ms (Fig. 5). 
These failures could result from (i) misalignment of 
the electrodes relative to the same pyramidal tract 
axons; (ii) activation of a separate population of non- 
pyramidal tract axons during cortical stimulation. 
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possibly including striatal substrates; and/or (iii) activ- 
ation of indirect as well as direct action potentials 
in cortex, 19,30 only one of which can be blocked by 
each antidromic action potential. If misalignment of 
electrodes is a factor it is likely to be due to cortical 
placements because collision effects between cortex 
and either pyramidal tract site were smaller than the 
collision effect between the two pyramidal tract sites. 
Since large currents were used in cortex, these mis- 
aligned substrates must be very distal from the 
electrodes, perhaps in the somatosensory cortex, or 
subcortical structures. Misalignment may contribute 
to incomplete collision, but cannot explain why 
stimulation of the cortex requires only one pulse, 
while stimulation of the pyramidal tract requires at 
least two pulses. Hypotheses ii and iii above both ex- 
plain why collision effects between the two pyramidal 
tract sites were larger, and why cortex stimulation 
requires only one pulse, by suggesting that more 
action potentials are always evoked in cortex (either 
via a non-pyramidal pathway or via the same axons). 
Indirect action potentials should produce collisions 
at longer conditioning-test intervals, however, and 
these were not evidenced in the collision experiment 
between cortex and pyramid. 

Conduction times 

In the collision experiment between internal capsule 
and pyramid the majority of the rise in the collision 
curves occurred at almost identical conditioning-test 
intervals, whether conditioning pulses were delivered 
to the internal capsule or to the pyramid (Fig. 5A). 
The collision intervals were mainly from L0 to 2.0 ms 
for both tests, and these intervals were 0.5-0.8 ms 
longer than the refractory periods in both sites. 
Therefore the conduction times between these sites 
range from 0.5 to 0.8 ms. 

In both collision experiments involving stimulation 
of cortex sites there was an asymmetry in the collision 
effects, and longer collision intervals were observed 
when the test pulses were delivered to the cortex. 
These longer collision intervals are due to the longer 
refractory periods of the cortical substrates relative 
to those observed in either pyramidial tract site. The 
estimates for orthodromic and antidromic conduction 
times agreed closely within each experiment because 
differences in collision intervals closely paralleled 
differences between the cortical and pyramidal tract 
refractory periods. 

Conduction times between cortex and internal 
capsule ranged between 0.4 and 0.8 ms. The sum of 
the conduction times between cortex and internal 
capsule and between the internal capsule and the 
pyramids (0.5-0.8 ms) closely matched the estimated 
conduction time between cortex and pyramid sites 
(0.9-1 .5 ms). In addition, the resulting estimated 
ranges of conduction velocities were very similar 
(8.8-16.8 m/s), and suggest that a population of fibers 
with a narrow range of conduction velocities mediate 
these electrically evoked forelimb movements. 



Contributions to response amplitude of fibers which 
conduct at velocities under approximately 4-5 m/s 
may have been minimal since, for example, cortically 
evoked action potentials carried by these fibers likely 
reach motoneuron pools upwards of 6 ms later than 
the fastest conducting components of the volley. The 
temporal dispersion of action potentials in the evoked 
volley due to the distribution of conduction velocities 
may lead to poor summation of EPSPs evoked by 
the slowest fibers in producing movement. Our data 
suggest, however, that the slowest fibers mediating 
electrically evoked forelimb flexion conduct at 
velocities of at least 8 m/s; velocities well above those 
for which poor summation is expected. 

Conduction velocities and fiber diameters 

These behaviorally measured conduction times are 
consistent with conduction times for motor cortex 
units driven antidromically by stimulation of rat 
pyramid. 14 * 20,40 For example, of the 1667 pyramidal 
tract cell latencies recorded by Stone, 40 0.5 ms was 
the shortest conduction time, and only about 10% 
had latencies shorter than 1.2 ms. Evoked potentials 
indicate that the fastest corticospinal axons conduct 
at 18 m/s. 39 If the constant relating conduction velocity 
to fiber diameter is taken to be 4.7, 16,45 then fibers 
1.9-3.6 jim in diameter are responsible for the collision 
results. Less than 10% of pyramidal tract fibers are 
this large. 13 

Our data therefore suggest that the forelimb flexion 
response measured here is due primarily to some of 
the fastest conducting axons in the pyramidal tract 
which correspond to the largest myelinated fibers in 
the pyramids. Both refractory period and conduction 
velocity data suggest that a small, homogeneous part 
of the heterogeneous population of axons in pyramid 
is responsible for most of the flexion observed. 

Behavioral estimates of axonal properties can be 
contaminated, in some systems, by downstream factors 
between the directly stimulated axons and the 
response, such as synaptic summation, 54 or possibly 
muscles and response measurement devices. These 
downstream effects, however, should be the same in 
the refractory period and collision experiments when 
the same axons are stimulated by both electrodes. 
Therefore, conduction time estimates should not be 
affected by these downstream factors, and must be due 
to the conduction times of the behaviorally effective 
axons between the two electrodes. 2 * 55 

While EMG latencies can be useful for estimating 
the conduction times of the fastest of the central 
axons mediating a muscular response, collision tests 
are preferable for determining the distribution of con- 
duction times weighted in terms of their behavioral 
effect (in this case, flexion force). The collision tests 
described here have also shown that the electrodes 
were aligned with the same response-evoking axons, 
so that the estimates of conduction times between two 
sites are due to the activation of many of the same 
pyramidal tract axons. The rough agreement between 
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these two methods in the present experiment with 
regard to the fastest conduction times, supports the 
hypothesis that the same pyramidal tract axons were 
used, and that the force is produced in part by the 
biceps muscle. 

CONCLUSIONS 

Forelimb flexions evoked by motor cortex or pyra- 
midal tract stimulations in pentobarbital anesthetized 
rats are due primarily to the fastest pyramidal tract 
axons. These axons were found to have conduction 



velocities of roughly 9-16 m/s between cortex and 
pyramid. The refractory periods were shortest in 
pyramid (0.5-1.0), and longer in internal capsule (0.6- 
1.5) and cortex (0.6-2.0 ms). The collision effect was 
greatest between pyramid and internal capsule, but 
still strong between motor cortex and either internal 
capsule or pyramid, suggesting that continuous axons 
between cortex and pyramids were responsible for 
most of the effect. 
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ABSTRACT 

The overall objective of this work is to calculate the current distribution in the 
body from electrodes placed on the skin for the purpose of inducing current in the 
vicinity of vertebral bodies. The human model used was the Hugo model based upon the 
virtual human from the National Library of Medicine. The resolution of the model is 3 
mm. In the calculations, two pairs of electrodes are applied at the back of the model. 
Firstly, a unit current is applied at both electrode pairs and their contributions are 
obtained separately. Once these results are known, the interferential current from the 
electrodes with any current or frequency (as long as the conductivities which are 
frequency-dependent do not change much) can be easily obtained. The report shows a 
sample calculation of the interferential current and its direction in the 3mm Hugo model 
due to the application of 1 A at the frequency of 10 kHz and 10.1kHz at each pair of 
electrodes. 

With the current technique, the calculations for a higher resolution model are 
prohibited by a very huge demand of computer resource and time. However, it is likely 
that this challenge may be overcame by using some interpolation technique to the results 
obtained from lower-resolution calculation and redoing the calculation on the smaller 
region of interest with higher resolution using the interpolated results obtained from the 
prior calculations. 



3 



Accomplishment of Specific Aims 

This report is for the project Induced Currents from Electrodes that was funded by RS 
Medical. The specific aims of the work were to 

1 . Calculate the currents induced in an 8-rain resolution human body torso by 
electrodes at frequencies of the order of 10 kHz. The probable method will be 
finite difference time domain. Calculations at finer resolutions will be attempted 
and the preliminary results will be reported. 

2. Plot the current intensity and direction for the entire torso and near the vertebral 
body. The plots will include the effects of inferential stimulation. 

3. Identify the most promising technique for calculating the current in the vicinity of 
the vertebral body at a resolution of 1 mm and estimate the effort required to 
make this calculation. 

The deliverable will be a detailed report describing the model, the methods and the 
results. 

A summary of the accomplishments toward these aims are as follows: 

1 . By use of an impedance technique, the current density from electrodes was 
plotted for a 3 -mm resolution human model. 

2. Plots of the current intensity in the torso and the vertebral bodies are included in 
this report. 

3. The impedance method is identified to be the most promising method for 
enhancement of the spatial resolution of the calculation. A sub-gridding technique 
will be required if the resolution is to be enhanced beyond 3 mm. In this 
technique, the voltage at the boundaries of a volume will be determined with a 3- 
mm resolution model. The calculations will be then be redone in the smaller 
region of interest at the finer resolution. 
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Fig. 1 . Two electrodes are applied at the back of the model. 
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Fig. 2. The circuit diagram at the voxel (i j,k) 
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Fig. 3. Tissue distnbution in coronal plane at y=0.12 m (Fig. 3a), sagittal plane at x=0.3 m (Fig. 3b), and 
axial plane at z=0.45 m (Fig. 3c) are shown. These are the planes of interest since they contain the spine 
of the model. These are the same planes that the current distributions will be shown later in the report. 
Colors represent tissue types. 
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Fig. 4. Relative error vs. the number of iterations. It takes 40,000 iterations to get relative error less than 
1x10-4 %. 




Fig. 5. Amplitude of current density J (A/m2) on coronal plane at y = 0.12 m (Front View) due to the 
electrode pair A with the amplitude of the applied current equal to 1 A. 
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Fig. 6. Amplitude of current density J (A/m2) on sagittal plane at x = 0.3 m (Right view) due to the 
electrode pair A with the amplitude of the applied current equal to 1 A. 
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Fig. 7. Amplitude of current density J (A/m2) on axial plane at z = 0.45 m (Top view) due to the 
electrode pair A with the amplitude of the applied current equal to 1 A. 
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rig. 0. Amplitude 01 electnc tield h (V/m) on coronal plane at y — U.lz m (rront View) due to me 
electrode pair A with the amplitude of the applied current equal to 1 A. 
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Fig. 9. Ex, Ey, Ez and |E| along the line x = 0.3 m, y = 0.12m, z = 0.2-0.6 m due to electrode pair A 
with current 1 A 


1 H 
1 / 


Fig. 10. Amplitude of electnc field E (V/m) on sagittal plane at x = 0.3 m (Right view) due to the 
electrode pair A with the amplitude of the applied current equal to 1 A. 
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Fig. 1 1 . Ex, Ey, Ez and |E| along the line x = 0.3 m, y = 0.06 m } z~ 0.2-0.6 m due to electrode pair A 
with current 1 A 
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Fig. 12. Amplitude of electnc tield E (V/m) on axial plane at z = 0.45 m (lop view) due to the electrode 
pair A with the amplitude of the applied current equal to 1 A. 




Fig. 13. Ex, Ey, Ez and |E| along the line x = 0.3 m, y = 0.02-0.2 / m, z = 0.2-0.6 m due to electrode pair 
A 
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Fig. 14. Amplitude of cunent density J (A/m2) on coronal plane at y = 0.12 m (Front View) due to the 
electrode pair B with the amplitude of the applied current equal to 1 A. 
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Fig. 15. Amplitude of current density J (A/m2) on sagittal plane at x = 0.3 m (Right view) due to the 
electrode pair B with the amplitude of the applied current equal to 1 A. 
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Fig. 16. Amplitude of cunent density J (A/m2) on axial plane at z = 0.45 m (Top view) due to the 
electrode pair B with the amplitude of the applied current equal to 1 A. 
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Fig. 17. Amplitude of electric field E (V/m) on coronal plane at y = 0.12 m (Front View) due to the 
electrode pair B with the amplitude of the applied current equal to 1 A. 
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Fig. 1 8. Ex, Ey, Ez and |b| along the line x = U.i m^^O.lzm, z — 0.2-U.6 m due to electrode pair rJ 
with current 1 A 
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Fig. 19. Amplitude or electnc field E (V/m) on sagittal plane at x — 0.3 m (Right view) due to tne 
electrode pair B with the amplitude of the applied current equal to 1 A. 
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Fig. 21 . Amplitude of electric field E (V/m) on axial plane at z = 0.45 m (Top view) due to the electrode 
pair B with the amplitude of the applied cunent equal to 1 A. 


29 


Fig. 22. Ex, Ey, Ez and |E| along the line x = 0.3 m, y = 0.02-0.27 m, z = 0.45 m due to electrode pair B 
with cmrent 1 A 
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Fig. 23. The induced electric field (Ex, Ey, Ez, |E|) at the point x= 0.3 m, y =0.08 m,z = 0.47 m due to 
the 2 pairs of electrodes with current 1 A for each pair and frequency 1 kHz and 1.1 kHz. 


31 


Fig. 24. The induced electric field (Ex, Ey, Ez, |E|) at the point x= 0.3 m, y =0.06 m, z = 0.53 m due to 
the 2 pairs of electrodes with cunent 1 A for each pair and frequency 1 kHz and 1.1 kHz. 


32 
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CALCULATIONS OF CURRENT DISTRIBUTION 



The objective of the work to determine the current distribution in the body from 
electrodes placed on the skin. Two pairs of 7-cm-diameter copper electrodes are applied 
at the back of the human model as shown in Fig. 1. To calculate the total current inside 
the body, we firstly calculate the current injected into the body due to a unit voltage 
applied at each pair. (While the voltage is applied at one pair of electrodes, the other pair 
is removed from the body.) Then, the injected current is normalized to one and the 
current density in the body is scaled to be the current due to a unit injected current. 

As a result, we can determine the total current density in the body due to any size 
of applied currents from both pair of electrodes (electrode pair A and electrode pair B) by 
combining the contribution from each pair of electrode: 

J = k t I A +k 2 I B9 (1) 
where I A and I B are the applied current at electrode A and B, ki is the current density 
vector when Ia = 1 A and Ib = 0 A and 1<2 is the current density vector when Ia = 0 A and 
I B = 1 A, and J is the current density vector. Note that ki and k 2 are a function of position. 

Therefore, the objective is to find kx and k 2 everywhere in the model. And the 
current density everywhere in the body due to any size of applied current from the 
electrodes can be readily determined. 




X(m) 



Fig. 1. Model geometry. Two pairs of 7-cm diameter electrodes are applied at the back of the model. 
The left and right electrodes are separated by 14.4 cm and the top and bottom electrodes are 
separated by 15 cm. In this diagram the colors indicate tissue types. (Front View) 
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The calculations were done by using Impedance method described in [1] and [2]. The 
domain of interest is divided into several voxels. Fig. 2 shows the 2-D representation of a 
voxel and its neighbors. 



2Yu. 



2Y Mij>k 2Yg, k 



Vi-i Jik 




Vi, 



2Y|J* 



2Yjj >t - - 2Y m j,k 



2Y JtRk 



i 



ij-l,k 



X 



Fig. 2. The circuit diagram at the voxel (i j,k) 



Assign the electric potential at the voxel (i j,k) as V }jk . Y i j k is the admittance at 
the voxel (ij,k) and it is equal to 

Y. Jtk =A(cx + j(De), (2) 

where A is the spatial resolution, a and s are conductivity and permittivity of the tissue 
and co is the angular frequency of the applied voltage. In this application, the frequency 
of interest is in the range of 1 kHz- 10 kHz. The values of a are a lot greater than jcoe 
and Y iJ k can be well approximated by Act . 



By application of Kirchoff s Current Law at the voxel (i, j, k), we have 
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( 2Y -27 ^ 
( 2Y -27 

[2Y.j M + 2Y iJk ^ 



f 2Y -2Y \ 

\p^i-\J,k +2Y j J k ^ 

2Yjj„ ljk - 2Y iJk 
^2Y jf j_ l k + 2Y iJ k j 



vij,k-i ~ Vij,k ) 



= 0 



(3) 



After some algebra, V i J k can be obtained as 



U Y -Y ^ 

Y 4-Y 
V//+1.M ^ I ij t k J 

t Y -Y ^ 

Y +Y 

( Y -Y ^ 



' ' Y Y ^ 

x iJ-\,k 1 iJ i k 



y m y 



v 

V iJ,k-\ 



f y y ^ 

£ i t j+\ % k ' I iJ,k 



+ 



Y • Y 
Yi-ij,k + Yfj,k 

%,y-u ' Y U,k 



+ 



+ 



Y - Y 

\JiJM\ + Y iJik J 



+ 



x iJ,k-\ 1 iJ,k 



_ V ijk 



(4) 



Eq. (4) provides a relationship between the electric potential of the node of interest and 
its neighbors. Every node in the problem domain must satisfy Eq. (4). 

By application of Eq. (4) at all voxels in the problem domain except at the electrodes, we 
will have a set of linear equations with the number of variables and number of equations 
equal to the number of voxels with unknown electric potential (the number of total voxels 
in the problem domain minus the number of voxels contained in the electrodes). 

Due to the very large number of voxels in the problem domain, these linear equations can 
not be solved by using the traditional inverse of a matrix. We solved Eq. (4) by using 
Jacobi's iterative method [3]. 

Since the conductivities of tissues that we have for our Hugo model are the ones at radio 
frequency (64 MHz), we need to replace these by the ones at 5 kHz. After doing some 



8 



surveys in the literatures [4-11], we decided to use the values in the last column of Table 
1 as the best guess of conductivities for the calculations. 



Table. 1. The conductivities of tissues in the literatures and the ones used in the calculations 





Conductivity (S/m) 


n/iodei 


Hugo 
[ 4 ] 


E. Carter 
[5] 


M. Stuchly 
[6] 


Gandi 
[7] 


M. Stuchly 
[8] 


C. Gabriel 

m -in A A i 

ty,iu,i 1 j 


used 


Frequency 


64MHz 


64kHz 


A 1,LJ_, 

1kHz 


oUHz 


BOnZ 


5kHz 


lUKHZ 


















tissue 
















fa* 
Tat 


0.066 


0.033 


a A 
0.4 


a o 
0.2 


a a 
U.4 




A A 


bone 


0.06 


0.01 


0.04 


0.02 


0.04 


0.02 


0.02 


nervous white 


0.292 


0.34 




0.0675 


0.06 




0.1 


* nervous gray 


0.511 


0.34 




0.0675 


0.1 


0.1 


0.1 


skin 


0.436 




0.1 


0.036 


0.1 


2.00E-03 


0.05 


eye 


0.883 






0.2608 


0.4 




0.4 


skeleton muscel 


0.688 


0.47 


0.35 


0.2418 


0.35 


0.4 


0.4 


blood 


1.207 




0.7 


0.7 


0.7 


0.7 


0.7 


neuron tissue 


0.312 












0.312 


lens 


0.286 










0.2 


0.2 


optic nerve 


0.312 












0.312 


cartilage 


0.452 






0.17 


0.18 




0.2 


mucous 
membrane 


0.65 












0.4 


lungs 


0.5 


0.048 


0.08 


0.07 


0.08 


0.05 


0.05 


intestine 


0.5 






0.089 


0.5 




0.1 


kidneys 


0.5 




0.1 


0.094 


0.1 


a h 
0.1 


A A 
0.1 


liver 


0.5 




a at 
0.0/ 


0.037 


0.07 


a nc 


A AC 
U.UO 


gland 


0.5 






0.52 


0.45 




a a 
U.O 


spleen 


0.5 




0.1 


0.094 


0.1 


0.1 


A A 
0.1 


stomach 


0.5 


0.52 


0.5 


0.5217 


0.5 




0.5 


pancrease 


0.5 






0.094 


0.22 




A A 
U.I 


unrinary bladder 


0.5 






0.205 


0.2 


<0.2 


0.2 


gallbalder 


0.5 








1.4 




0.5 


intestine content 


0.5 








0.5 




0.5 


right ventricle 


0.5 


0.22 


0.1 




0.1 


0.1 


0.1 


left ventricle 


0.5 


0.22 


0.1 




0.1 


0.1 


0.1 


right atrium 


0.5 


0.22 


0.1 




0.1 


0.1 


0.1 


left atrium 


0.5 


0.22 


0.1 




0.1 


0.1 


0.1 


blood venous 


0.5 












0.5 


blood arterial 


0.5 












0.5 


bone marrow 


0.154 




0.05 




0.05 




0.05 


spinal cord 






0.1 


0.0675 


0.1 






electrode 
(copper) 


5.80E+07 












5.80E+07 


air 


1.00E-14 












1.00E-14 
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Firstly, we tried to calculate the current distribution in the whole body Hugo model with 
8 mm resolution. The results suggested that, by putting the electrodes at the back of the 
model as shown in Fig. 1, the legs of the model may be cut since there is low current in 
them. This smaller model allows us to calculate the current distribution in the model at 
the resolution as high as 3mm. To avoid any confusion, the viewing direction of coronal, 
sagittal, and axial plane are shown in Fig. 3. Fig. 1 shows the location of the two pairs of 
7-cm diameter electrodes which are applied at the back of the model. The center of left 
and right electrodes are separated by 14.4 cm and the center of top and bottom electrodes 
are separated by 15 cm. The center of the tops electrodes are at 37.5 cm from the tip of 
the head. To calculate the current distribution due to electrode pair A, electrode pair B is 
removed. And electrode pair B is removed to calculate the current due to electrode pair 
A. 

For the calculation of each case, 40000 iterations were done to get relative error 
about lxlO" 4 % as shown in Fig. 4. Fig. 5-Fig. 7 shows the current density of the model in 
coronal, sagittal, and axial cross section when 1 A current is applied at electrode pair A 
and electrode pair B is removed. Fig. 14-Fig. 16 show those cross sections when 1 A 
current is applied at electrode pair A and electrode pair B is removed. In other words, 
they show ki and k 2 defined in Eq. (1). Therefore if I A cos(2^?) and I B cos(2?ft) are 

applied at the electrodes A and B, the total instantaneous current density J will be 

J = l^I A co$(2?f A t) + k 2 I B cos(27f B t + (ft) . (5) 

Fig. 8-Fig. 13 and Fig. 17-Fig. 22 show the electric field due to electrode pair A and B 
with current 1 A. 

From Fig. 9, Fig. 11, Fig. 13, Fig. 18, Fig. 20, and Fig. 22, the electric field induced in 
the tissue near the spine of the model due to a 1 A electrode in can be as high as 100 - 400 
V/m. Therefore, if 2 pairs of 1A electrodes are applied, the induced electric field can be 
as high as 200-800 V/m. Therefore, in order to obtain 6 V/m in the tissue, the 8-30 mA 
should be applied at each pair of electrodes. 

Fig. 23-Fig. 24 show the induced electric fields (Ex, Ey, Ez, |E|) at two different locations 
close to the spine due to the 2 pairs of electrodes with current 1 A for each pair and 
frequency 1 kHz and 1.1 kHz. One is at x= 0.3 m, y =0.08 m, z = 0.47 m and the other 
one is at x= 0.3 m, y =0.06 m, z = 0.53 m. The Figs, show that at 2 different points near 
the spine, the amplitude of induced electric field can be greatly different (the electric field 
at the first location is about 140 V/m and the one at the second location is about 600 
V/m). 




Fig. 3 (b) 
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Fig. 3(c) 




Coronal View (From the front) 



j 1 ! 1 L 



_j j | i L_ 



0.05 0.1 0.15 0.2 0.25 0.3 0.35 0.4 0.45 0.5 0.55 

X(m) 



Fig. 3. Tissue distribution in coronal plane at y=0.12 m (Fig. 3a), sagittal plane at x=0.3 m (Fig. 3b), 
and axial plane at z=0.45 m (Fig. 3c) are shown. These are the planes of interest since they contain 
the spine of the model. These are the same planes that the current distributions will be shown later in 
the report. Colors represent tissue types. 
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Fig. 5. Amplitude of current density J (A/ra 2 ) on coronal plane at y = 0.12 m (Front View) due to the 
electrode pair A with the amplitude of the applied current equal to 1 A. 
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J (A/m 2 ): x=0.3m 
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Fig. 6. Amplitude of current density J (A/m 2 ) on sagittal plane at x = 0.3 m (Right view) due to the 
electrode pair A with the amplitude of the applied current equal to 1 A. 
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J (A/m 2 ): z=0.45m 
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Fig. 7. Amplitude of current density J (A/m 2 ) on axial plane at z = 0.45 m (Top view) due to the 
electrode pair A with the amplitude of the applied current equal to 1 A. 
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E (V/m): y=0.12m 
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Fig. 8. Amplitude of electric field E (V/m) on coronal plane at y = 0.12 m (Front View) due to the 
electrode pair A with the amplitude of the applied current equal to 1 A. 
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Fig. 9. Ex, Ey, Ez and |E| along the line x = 0.3 ra ? y = 0.12 m, z = 0.2-0.6 ra due to electrode pair A 
with current 1 A 
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E (V/m): x=0.3m 
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Fig. 10. Amplitude of electric field E (V/m) on sagittal plane at x = 0.3 m (Right view) due to the 
electrode pair A with the amplitude of the applied current equal to 1 A. 
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Fig. 11. Ex, Ey, Ez and |E| along the line x = 03m,y = 0.06 m, z = 0.2-0.6 m due to electrode pair A 
with current 1 A 
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E (V/m): z=0.45m 
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Fig. 12. Amplitude of electric field E (V/m) on axial plane at z = 0.45 m (Top view) due to the 
electrode pair A with the amplitude of the applied current equal to 1 A. 
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E on axial plane at x=0.3m, y=0.021-0.27m, z=0.45m 
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Fig. 13. Ex, Ey, Ez and |E| along the line x = 0.3 m, y = 0.02-0.27 m, z = 0.2-0.6 m due to electrode pair 
A 
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Fig. 14. Amplitude of current density J (A/m 2 ) on coronal plane at y = 0.12 m (Front View) due to the 
electrode pair B with the amplitude of the applied current equal to 1 A. 
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J (A/m 2 ): x=0.3m 
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Fig. 15. Amplitude of current density J (A/m 2 ) on sagittal plane at x = 0.3 m (Right view) due to the 
electrode pair B with the amplitude of the applied current equal to 1 A. 
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Fig. 16. Amplitude of current density J (A/m 2 ) on axial plane at z = 0.45 m (Top view) due to the 
electrode pair B with the amplitude of the applied current equal to 1 A. 
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E (V/m): y=0.12m 
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Fig. 17. Amplitude of electric field E (V/m) on coronal plane at y = 0.12 m (Front View) due to the 
electrode pair B with the amplitude of the applied current equal to 1 A. 
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Fig. 18. Ex, Ey, Ez and |E| along the line x = 0.3 m, y = 0.12 m, z = 0.2-0.6 m due to electrode pair B 
with current 1 A 
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Fig. 19. Amplitude of electric field E (V/m) on sagittal plane at x = 0.3 m (Right view) due to the 
electrode pair B with the amplitude of the applied current equal to 1 A. 
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Fig. 23. The induced electric field (Ex, Ey, Ez, |E|) at the point x= 0.3 m, y =0.08 m, z = 0.47 m due to 
the 2 pairs of electrodes with current 1 A for each pair and frequency 1 kHz and 1.1 kHz. 
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Fig. 24. The induced electric field (Ex, Ey, Ez, |E|) at the point x= 0.3 m, y =0.06 m, z = 0.53 m due to 
the 2 pairs of electrodes with current 1 A for each pair and frequency 1 kHz and 1.1 kHz. 



33 



REFERENCES 



1. D. W. Armitage, H. H. Le Veen and R. Pethig, "Radiofrequency-mduced hyperthermia: computer 
simulation of specific absorbtion rate distributions using realistic anatomical models", Phys. Med Biol 
1983, Vol. 28, No.l, pp. 31-42. 

2. N. Orcutt, and O. P. Gandhi, "A 3-D impedance method to calculate power deposition in biological 
bodies subjected to time varying magnetic fields", IEEE Trans. Biomed. Eng. , Vol. 35 No. 8, Aug. 1998, 
pp. 577-583. 

3. M. Sadiku, Numerical Techniques in Electromagnetics", CRC Press, Inc., 1992, pp. 653-654. 

4. Hugo Model, http://www.nlm.nih.gov/researcli/visible/visible human.html 

5. E. L. Carter, Jr., S.R. Pollack, and C.T. Brighton, "Theoretical Determination of the Current Density 
Distributions in Human Vertebral Bodies During Electrical Stimulation", IEEE Trans. Biomed Eng., vol. 
37, No. 6, June 1990, pp. 606-614. 

6. P. P.M. So., M. A. Stuchly, J. A. Nyenhuis, "Peripheral Nerve Stimulation by Gradient Switching Fields 
in Magnetics Resonance Imaging", " IEEE Trans. Biomedical Engineering, vol. 51, No. 1 1, Nov. 2004, 
pp. 1907-1914. 

7. O. P. Gandhi, G. Kang, D. Wu, G. Lazzi, "Currents Induced in Anatomic Models of the Human for 
Uniform and Nonuniform Power Frequency Magnetic Fields", Bioelectromagnetics 22, 2001, pp. 1 12-121 . 

8. T. W. Dawson, M. A. Stuchly, "High-Resoultion Organ Dosimetry for Human Exposure to Low- 
Frequency Magnetic Fields", IEEE Trans. Magn., Vol 34, No. 3, May 1998, pp. 708-718. 

9. C. Gabriel, S. Gabriel, E. Corthout, "The dielectric properties of biological tissues: L Literature survey", 
Phys. Med Biol. 41, 1996, pp. 2231-2249. 

10. S. Gabriel, R. W. Lau, C. Gabriel, "The dielectric properties of biological tissues: II. Measurements in 
the frequency range 10 Hz to 20 GHz", Phys. Med Biol. 41, 1996, pp. 2251-2269. 

U.S. Gabriel, R. W. Lau, C. Gabriel, "The dielectric properties of biological tissues: III. Parametric 
models for the dielectric spectrum of tissues", Phys. Med Biol 41, 1996, pp. 2271-2293. 



YEARWOOD DECLARATION 



FN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

(MBHB 09-3334JS) 



In re Application of: 
William J. Carroll 

Serial No.: 10/761,424 

Filed: January 22, 2004 

For: Spinal Cord. Stimulation 
Interferential Current 



Mail Stop Amendment 
Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 



3 

} Group Art Unit: 3 762 
) 

} Examiner: StoWosa, Joseph A. 
} 

> Confirmation No.: 1 42 1 

) 

3 
) 
1 



DECLARATION OF THOMAS I*. .YEARWOOD. MI) FHD, UNDER 3? CFR §1,132 

Dear Sir: 

L Dr. Thomas L. Yearwood, declare as. follows: 



J- Background 

I. I am a doctor licensed to practice in Alabama (no. 15545), Mississippi (no. 11988), and Louisiana (iio. 
17377). I am currently practicing medicine at Compreliensive Pain and RehahiKtatkm in Daphne, AL and 
PascagDula, MS. My practice is devoted full-time to the field of Pain Medicine, with a primary clinical mode of 
implantation therapy. I have been a practicing docior for 28 years. 

■2,- 1 have been the primary implanting physician: on over 2,000 Intraspinal neurostimnlalor devices over the 
past 15 years. 



5. I am an active consultant for tiiree lieurostimuJator device manufacturer^ and am actively involved in 
clinical trials for various .implantable devices. I '.further am actively involved, in neurostimnktor lead design. 
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4. I obtained a bachelors, degree from Tulane University in Engineering in 1973, I obtamed a roasters degree 
from Tutem University in Mechanical Engineering in 1974, and doctorate of philosophy (PhD) torn Tutew 
University in .Bioetigm«eri:hg in 3 979, I obtained a medical degree (MP) item LSU School of Medicine in 1983, 
and received the Chancellor's Award. I performed my internship in the department of surgery at the University of 
Washington Affiliated Hospitals in Seattle, Washington from June 1983 to. June 1984.. 1 performed my residency in 
the department of surgery at the University of Washington Affiliated Hospitals in, Seattle, Washington from June 
1984 to June 1986, I performed a second residency hi the department of anesthesiology at the Uni versity of Texas 
Medical Branch in Galveston, Texas from June 1986 to December 1.9S.8, 1 mr\ a niemher of the AO A Honor 
Medical Socieiy. I have board certification for the following boards; American Board of Anesthesiology (April, 
1990), ABA, Special Qu&Me&tiorts in Pam Management (1996, 2006}, and American Board of Pain Medicine 
(200(5,2010). 

5. 1 have authored or co-authored the following publications: 

Research Articles / PuMte&tiems: 

Yearwood TL, Hershey B, Bradley K, Lee D„ Pulse Width Frogmnimmg in Spinal Cord 
Stimulation: A Clinical Study, Pain Physician 2010: 13:321-335. 

Year wood TL, Neuropathic Extremity Pain: and Spinal Cord SthpidaiioiL .Pain Medicine 
Volume 7. Issue Supplement sL pages S97 S102, May 2006. 

Yearwood TL, Tackett.HS, Bridges B,, Intradiseal Pressure Tolerance before and after 
Gray Ramus Conimumcans Blockade In Primary Discogenic Pain. AAPM Annual 
Meeting Poster Session, Thursday. 23 February 2.006- 

Staats PS P Year wood -TL, Charapata 8G et aL Intrathecal Zieonotide in the Treatment of 
Refractory Pain in Patients With Cancer or AIDS; A Randomized Controlled Trial. 
JAMA. 2O04;2<?lfI):63»7O, 

6. I arn qitalified to make this declaration based on my experience as a doctor and jmptotSftg numerous 
stimulator devices in patients, my experience with consulting -and design of stinndator devices, my knowledge of the 
medical device sector, and my familiarity with existing devices and the history of spinal card pam management, 



2 

MCDONNELL BGEHSiEN 

Mt> SOUTH 
CHtCACOi'iLfiiQSOS- 



H». Opinion with i^Sffeetio U ^ g MSSlAMliSM iaS Fuhh eation No, 2004/0167584 

7. I have read U.S. Patent : Application Publication No, 2004/0! 67584 ("the patent appifcatioif'X filed on 

January 22. 2004 titled "Spinal Cord Stimulation With Interferential Current- 



s'.. It is my imerpretation that the patent application describes an electrical stimulator for the treatment of 
jntoetahle pain syndromes thai include* implamable electrodes implied; to a dura mater proximate to a subject's- 
spinal cord, and Interiferaitial stinuUiafcon is used to produce a beat frequency signal such that a majority of the beat 
frequMcy signal is direciioxiaHy controlled to avoid stimulating acyacent and/or Inappropriate neuronal targets 
within the sp.hml canal, thereby creating a far more efficacious neurosfimtdation field, in the treatment of pain. 

9, The patent application describes that an effective area of stimulation is controlled by the quantity of 
electrodes, positioning of the electrodes and electrode cross pattern orientation, (tile patent applieadork Abstract), 
Based on this disclosure, it is my understanding that the beat frequency signal can be direetionally controHed. 

1.0, The patent application describes that traditional Dorsal Cohxntn neurostimulation, which does not use 
interferential currents, stimulates the Dorsal Column in a somewhat superficial maimer, (cf; -Hoisheimer J: Which 
Neuronal Elements are activated Direetiy by Spinal Cord Stimulation. Neuromoduhtion, Volume 5. Number 1 : 25- 
31,2002). 

1 L The patent application describes that in traditional SCS stimulation, the electrodes are normally attached to 
the dura raater in the epidural space, and roost of the current distribution remains in the cerebrospinal fluid (CSF) 
and does not project deeply into the dorsas column, [0006]. Based on this disclosure, it is my understanding that 
traditional SCS stimulation without the use of interferential currents has limited application because of the spread of 
the -stimulating electrical field within the CSF as intensity of stimulation increases, This is due to the highly 
conductive namrs of the CSF as compared to the less conductive nature of the spinal cord tissue itself Thus, 
neurosei-oitilatton. without interfW^ntiai current capability is "amplitude limited" to a relatively narrow surface area 
of the spinal cord. Frequently, p&ttent satisfaction with the electrical stimulation is compromised by the recruitment 



of adjacent neuronal structures that,, when activated., can create discomfort, motor contractions, and outright pain. 
Thus, the efficacy of the therapy is limited 



12. Tile patent application describes that m traditional SCS stimylatfeijyth^ deelxodes are nonrtally attached to 
the dura mater in die epidural space, and most of the current distribution rani aim in the ee'rchrospinal fluid (CSF) 
and does not project deeply into the dorsal column, 10006], The patent application also states that providing an 
mterferenttal component to the eleetrbde. srr#y of the SCS allows the crossing of the two signals wherein the 
resultant additive effect of the beat frequency produces deeper penetration of the signal and a higher resultant 
amplitude at the soma! anon site, and thai the interferential current would recruit larger numbers of dorsal column 
fibers and provide greater levels of pain relief and benefit to intractable pain patients. [0006], Based on. this 
disclosure, it is my understanding that using an electrical stiniuktor that includes electrodes implanted upon the dura 
mater with interferential currents produces a beat frequency signal that has deeper penetration than that possible 
using traditional SCS stimulation, and a majority of the beat frequency signal can be more precisely controlled in 
terms of direction and depth of tissue penetration proximate to the subject's spinal cord. Thus, iruerfbremla! current 
would recant larger numbers of dorsal column fibers and potential ly pro vide greater le vels of pain relief and benefi t 
to intractable pain patients* 

1.3 v Further, based on the disclosure in paragraph 0006 of the published patent applieation, it is my 
understanding that providing an interferential component to the electrode array of the SCS allows the crossing of the 
two signals such that the resultant additive effect of the bear frequency produces deeper penetration of the signal and 
a higher resultant amplitude at the stimulation site because only sub-threshold signal^ of niiniroa] biological 
consequence, remain in or shunt through the CSF. 



14 Based on the disclosure in the patent application, the available extant literature in the field of 



neurosEimulation, my understanding of the laws of electrophysics as pertains to biological systems, and my 



considerable cl inical experience. It is my understanding thai neuronal tracts that lie beneath the Surface of the Dorsal 
Columns (ie, ? >0J mm) cm be successfully- stimulated .-using an interferential pattern of electrical fields. This 



capability substantially widens the therapeutic utility of SCS, and in ways not limited to the Dorsal Columns alone. 
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The interferential capability allows for more precise neurostsmulatksn of the adjacent Dorsal root Entry Zom at one 
level with complementary stimulation of the corresponding neuronal tracts deep within the Dorsal Columns at a. 
different level (depeixling on the uilitiiate lead design). Other applications include highly precise neurostimulatioa 
of the nerve roots and the Dorsal Root Ganglia themselves, all from m intraspinaL epidural location, This ability for 
control of neuronal stimulation from a three-dh^ensiona] perspective fe potentially of considerable importance in 
advancing the clinical capabilities of neufostj.mulatlon within the spinal canal, and beyond. 

15. The patent application describes that using Interferential current in SCS provides for improved directional 
control and depth of penetration of the beat frcqnency signal hi comparison to other stimulation iechniqties v [0008], 
It is my understanding that by generating the beat frequency signal the resultant additive signal is direetionally 
controlled to avoid cerebrospinal fluid proximate to the subject's spinal cord. 

16. The patent application describes that an Interferential current in SCS recruits larger numbers of dorsal 
column fibers and provides greater levels of pain relief in comparison to other SCS teetauques, [0018]. It is my 
understanding that as a result of recruiting larger numbers ofdorsal column fibers by using Interferential current and 
by generating a beat frequency signal the patients could potentially experience greater levels of pain relief. 



17. The patent application describes that multiple target: areas of the spinal cord can be treated depending upon 
the quantity and placement of the first and second pairs of electrodes, and by modulating the amplitudes of the 
outputs of the first and second circuits as shown m Figure 3. [0020], it is my understanding that to target specific 
areas of the spinal cord Using modulation, of the circuit outputs, the resultant beat frequency signal would be 
dfectionally controlled and/or depths of penetration are controlled. 



IS. The patent application describes that modulating the outputs of the first and second circuits increases the 
area of the targeted stimulation, and that by enabling control of the depth of modulation, a beat frequency signal can 
be distributed and controlled to avoid neurostimulatbn of clmiesdiy inappropriate neuronal tracts proximate to the 
subject's spinal cord. [0020]. 
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39. The patent application describes that it has been shown that when the first and second circuits intersect at 
W\ the maximum resultant amplitude and the deepest level of nroduiati&f? js haif-way between, the two circuits as 
illustrated m Figure 2, [0020]. it is my unctersiaridmg thai: to target specific areas of the spinal cord -using;: 
modulation of thi circuit outputs, the resultant beat frequency signal would be directionally distributed and 
controlled three-dlmeasioiially, 

20. Based on the entirety of the disclosure m the patent appl ication, it is my opinion that the patent application 
describes an electrical stimulator that uses jnterferential current provided via implantable electrodes to produce a 
heat irequency signal such that a majority of the. beat frequency signal i s directidnaiiy distributed and controlled to 
^void remaining in and shunting through the cerebrospinal fluid proximate to; the -subjects spinal cord, 

IL " Opinion with respect to Experimental Study,, Fgj^ ^ed wit h an example Electrical Stimulator of 
U.S. latent Application Pub»i.catiQiLN^.2M4M6?§M - 

2L I have read the report of the study that was performed in the Neuronano Lund Research Center University 
in. Sweden by Marcus <3ran.rno and Jens Schouenborg with the electrical stimulator of the present application, A 
copy of the study report is included: as Exhibit EL The study demonstrates that using the mteiferential electrical 
stimulator of the present application, a heat frequency is obtained that provides deep and localized stimulation. 

22. The study in Exhibit B included an experimental setup as follows: 

(a) Two pairs of stimul ation electr odes (bipolar stimulation, 4 electrodes in total) 

were placed epiduratly (to a dura maier in an epidural space) on the spinal cord in two 
configurations; (i) a crossed and (u) a parallel configuration (See, e.g.. Figures 1 and 2 of Exhibit 
B). 

(b) Recording mieroekctrgdes were inserted in the Gracile nucleus and the Pyramid 
tract in the brainstem (See* e.g.* Figure I of Exhibit B), The recording electrodes do not provide 
stimulation to the Gracile nucleus and the Pyramid tract, Simultaneous recordings from the 



6 

McDonnell boehnem 

MliUJERT & 8SRGKGFF LLP 
itiC SOUTH WACKER DRfV£ 
CHICAGO, H6fi60S 



Gaelic nucleus and the Pyramid in the brainstem render easy comparison of the effect of 
stimulation. (Exhibit B 5 "Project Outlines"). 



lit Opinion- with respect to US, Patent No, 5, 643,336 fHoteheimer) an d VS. Patent No> 5.5.12,057, (Relss) 

23, I have read the patent to Holshetmer, Tt is my opinion that using the apparatus described in .Hoishelmer, 
most of the pulse applied by the electrode stimulators would remain in the.CSF, as shown in Figures 8, 1 1 . 13 and 
'15, Holshefrner describes reducing the shunting effect by using, electrodes with a large Contact separation - larger 
than the thickness of the dorsal cerebrospinal fluid layer, (col 5; lines 62-6 7 % (cot 6; ikies >9) t 5ete also Pig 4A. 

24, It is my opinion that using the apparatus described in Holsheimer, the signals cannot be directionaiiy 
controlled into the spinal cord, Instead, the signals arc timed such that a field is generated for the recruited area only 
along the surface of the spina! cord. {col. 6; lines 30-35). 

25. It is my opinion that using the apparatus described in Holsheirner with interferential currents (quadripolar 
stimulation with the electrodes configured in a criss-cross array) would not be possible because the action potential 
field thai Holshehners apparatus generates is dependent upon configuring the electrodes in. a transverse plane (col, 
6; lines 52-55); (in contrast to configuring the electrodes m a sagittal plane, as shown in Fig, 3 of the present 
application). 

26. Hokheinier describes a system in which a field is generated tor the recruited area only along the surface of 
the- spinal cord rather than into the spinal card, (col 6 ; lines 30-35). 

27- 1 have read the patent to feiss. It is my opinion that one of ordinary skill in the art would not modify the 
system in Reiss with electrodes smpianted upon the dura mater as described by Holsehiemer because Rsiss is not 
used for dorsal column, stimulation, and thus, implanting, the electrodes in Reiss upon the dura matter does not make 
sense. 
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28. Reiss is directed to surface stimulation, md thus, describes using currents having /intensity values orders of 
magnitude larger ten can be used with dorsal column stimulation.. 

29. Heiss does not describe how or where any electrodes would be implanted, or how the system could he 
operated using ij-npiantable electrodes such t\M m mtmmty of the -current would he within acceptable levels (that 4o 
not cause pain) while still providing effective therapy to the patient, 

30. It is mlvM that with any application of mter&remial therapy,, electrodes can simply be hnpianteev and the 
therapy can. be scaled down so that intensity values of the current would he within acceptable le vels (that do not 
cause pain) while still, providing affective therapy to She patient. 

3L In my opinion, based on the disclosure hi Rzm, it is unknown if the system m Reiss would work if the 
electrodes were implanted. For example, Rem does not describe how to scale down the intensity values of the 
current within acceptable levels (that do not cause pain) and to still provide effective therapy to the patient 

32, With the system of Reiss modified to use implantable electrodes, the positioning of the: electrodes and the 
electric field provided by the electrodes would have to be controlled in a way such that the electric field present in 
the CSF does not spread around the spinal cord. CSF is much more conductive than spinal cord tissue. Thus, if 
current is not controlled, the current will flow around the spinal cord. Reiss does not describe how to provide this 
effective therapy to the patient, 

33, The electrodes as described in Reiss are not the proper type of electrodes for implantation, mid thus, one of 
ordinary skill in the art would not implant the electrodes in Reiss. 

34, The electrodes in Holsheimer cannot be used with the . interferential, current system Jn Reiss because, the- 
electrodes in. "Roisheimer's apparatus generate a field dependent upon configuring the electrodes in a transverse; 
plane, in contrast to configuring the electrodes in a sagittal plane, as shown in Fig, 3 of the present application. 
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35. 



As a practicing doctor, I would not modify the system, in Reiss to include implantable electrodes so as to 



provide a possible improvement if the system m Ems >ms not providing effective therapy. Rmm U directed to a 
first stage of physical therapy for hack pain (e,g> ? surface therapy). In contrast, Implantable stimulators are only 
used as a last resort, when all other physical therapy options have been unsuccessful . The difference between use of 
fceiss- surface stimulator and Holsheinrer's implantable spinal cord stimulator amounts to years of treatment, and 
ultimately, implantation is only used as a fast result The technologies and applications described in Rem wd 
Hofehej'mer-are thus vastly different. 

36, hnplantatioiv is not the next step after failed surface stimulation, and I would not modify the system in. 
Reissto include implantable electrodes to improve effectiveness of the systein ki Mm, 

\ further declare that ail statements made herein of my own knowledge are true and that 
all statements made herein on information and belief are believed to be true, and thai all 
statements are made with the knowledge that willful false statements are punishable by line or 
imprisonment or both (18 IXSX. § 1001) and may jeopardize the validity of the application or 
any patent issuing thereon. 



HUMBERT 5 SERQHOF? LLP 



Respect&iiy Submitted, 





By : Tho tm$ *U Yearwood, MO, Phi) 
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X. RELATED PROCEEDINGS APPENDIX 



None. 
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